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mmm 

5 mm. 

*mm, k hshL^mmmmmm vi (jetf, gpvi tv&fotzz. 

Mfe&i&j&irzt^?ffim\z&^x>b&mznx&r), mz.\t. jkWrtaM&a* 

25 (IMttlPXlttl : SUlWJfe, B*lfll^±Jfil^^, 2 0 0 3^, ^14t, S£2 
p. 7 5-8 1#I) o f ^^t7&»SE»M»>lt 

o)ifli/j^T«6 2 kD si<Dmm&mrf&&mzKmvx#>r). n?—>f>\z&z> 
tn.'bffi.MMfim&znte^zL (imn$:M2 •. • 7,^^ dateo 

Sugiyama) . ^5^, 7yvY (Blood) , OK®) , 1 9 8 7^, I6 9t, 
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fg6#, p. 1 7 1 2-1 7 2 0W * 2*>\Z, C<7)S#<DJllL/jN«T^mbT 

3 : • (Masaaki Moroi) , tt3£, ^-^V • * 'J- 

6 • >a > (Journal of Clinical Investigation) , Ofc 

B) . 1 9 8 9^, $84#, fg5#, p.- 1 4 4 0 - 1 4 4 5#1R) . 

cn*Tfce3ft*«*A#**©«khGPYiaBtt#», <# 

•>-**AS/ (Hoyu Takahashi) , 7*U#> • S^-^ • • ^ 

Thn^- (American Journal of Hematology) , OfcEB) , 2 0 0 1^, ^6 
7#, 3£4*t, p. 2 6 2-2 6 7) fctt, GPVI <hm«9£nS#J62kDa<Dgatc: 

h^tflc mWSClOil : ttWttlrtlil&R^IIl 2 2 8 7 6 8 WHO , 
20 ^^^khGPVIiC^rs^/^P--^;^^^^*^* («rW3t(R2 : HRtt 
WffiH&n&mo 1/0 0 8 1 O^^rWrfFXltta : @»#flFtfHR&5B&« 
^0 2/0 8 0 9 6 8f#E Thromb Haemost. 2003 Jun;89(6) : 996-1003) . 

Sfc, t hGPVI&B»*f Sfc 1 — (scFv : single chain Fv) ^7 7 
: tf-^— • A • 7, V (Peter A Smethurst) , ^15 
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(Blood) , (*®) , 2 0 0 2¥, ilOO^, 111^, P- 
47 4a#i) . £nS<D-*8Un#tet: h^OVHi:VLS;^FU>A 

cDR<D75.;m.mm&£z*g><o%)&tefoyu- av—zw®, (fr) <z>— 

it#>\z, ^vtzmmz^^m^^xm^n^mmmm^nx^ . 
io k>, ^&m^(DM^^mMthx^xf}^^±U'b<oii\tn^.t^. thirty 

15 . 5£3B(Plig^ 

z\<D^o\z^.M.^WMii\^X. w^tt^n, ^o^v^fVi 

*mw(Dmm$, k bM'i^m±\zwu-t%>mm&nx$>z> gpvi 

$>%>tfi GPVI khia#£*l#rr3 ! b(Z>T&£o k h GPVI \z&m&}\zm 

25 

kh<AU>A 8 J^£ffi^TO£bT> GPVI ^^T^Jfil/J^^^i^^^J'^ 
jfiL'J >/^£#^<D^#(£#^k&^& (in vitro immunization) "Cfg'tt'fbb, 
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-•?^s>, gpvi ££>*§£fli£wu n^-y^^cfc^jta/j^^^wj^j-r^^ 

io bhGPVl fc*MM9fctt**r*fc:htMk $f£b"< 

tt^y * n-?-;i4ftft: (&Tttk hGPVI JftttRtft hGPVI * n-:*-;v 
k hiftttt&^fBiJ-rs £fcte^©«WrfrT&0> Jf*b<tt, 

15 (1) fc hGPVI U ^ttrtfcS-S-T* Z. <hT3 7— 

£3b: hA/h«©Wfc*aiM-r*fc htt**fctt*©«tt»fJtTr. 0?3£b<te, 

T, 3 5-y>K:*DMSn*«*tt^a*©Jlli/h*K:jt^T«T**VittB 

20 (2) t hGPVI tttftWKUS^U jfiL/MR±©GPVI t^^-y>«h©^ 
^SteSWteMFi - ** lL/htR±©filflW^GPVI £iS£:£iir5, 

1Wr*» -rfcfrS, thilii^**«3 9-y>K:*:flFbT«il*r*tt**«T*>b 
<tt*»lS-frS, Vii*n^— -3^±©^*j#ot htrt#:*fctt*©»ttWfM-, 
25 (3) i/h«±OkhGPVI £RlfiL/h«©»lflSrtte«0&3;ii:5 
(internalize) , «b b < tt ? WT* !1 fcfcJ: D 3 9— fif_>fc «t* t hJfc/J^* 

©****p«rr*» mis (i) &v>b (2) ©tt#*fctt-t©«tt»M-T**. 

filfS (1) &V>b (3) ©tt#WU ¥»Tttfc hA/h«K**MbfrV>, R 
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lr>. ftmUMbLT, ^D->#2-6Sfctt#2-4(D;W^U K—77&n££ 
Tfciattlfcfcte^n&bb I gG, J;O^U<tttM g G 4 Kl*&*#*.fctn; 
M*W5n«. *&, #389i©tfWMdU khGPVI £fcx#£©fl¥8t?£& (K 
di&) f)W$iV<te lOOnM ^T, <kt>$?£b<fci 50nM &T©ir[#:T&a. 

5 #5B^©ft#©?£i4i$frtf-£te, gpvi ZKDm : sm*ft'?%®iKuz&^x, 

Fab (Fragment of antigen binding) , Fab\ F(ab') 2 , — (scFv) , 

KSfifJfeflSttfle (dsFv) > CDR *^tf^^ H^T^^>. 

(4) t hGPvi \zftmmzm&\s. 35— y>K«fc*khjMN«©*j*& 
mm&mmzmmi>te^&ftikfc\z*<Dm&m} i r'v&%>o 

15 ££TMi2 (1) &V>b (4) <Dffifc<D5?>, fc^GPVI izU^-tfytO} 
%k&&m.mir%>ifim$. $?Sb<telOnM£rF> J^$?£b<telnM£CF* $ 
&fc#£b<«0.1nM&T©tf*j£» (Kdi) Tbh GPVI i3 7-y>t 

20 (#2-6, #2-4, R#2-6*fc«R#2-4#MM» £H« 

©ami * #-r * trt^^^Bj ofgffl fcftft $ n& o ©tfr*©fts/B ©^tsra: 

l£ ^ £ tl£ £ ©#$£ J; o Til b # -5 o 

#fS93©#£bVi*a#<J:GPVI ±©*6£«Hafcb<«xbri — 7#|i5| 
fc«S#Wfc:#»Tfc*#i#:, #J;U;£, GPVI £©*S£fc*5V>TSV> 

25 \z$&&?zmmz&z&m$*&w<Di!i&miz&&£n2>o **9!©»t#i©ii^ 

W©^31tt©^Tilttll»J^|Bm©^^2pCT, ^fe«^©^tCckoT 

WUBbfca. 

§8 ©in 2 © tgtit cdrt$ y i?i2a?ij * tz tevs^mm 75 y^is 

3Wfc*Mrr 5#it h'GPVl #*b<te^y£n-^;Hft&:T?&«>. 
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^a-># 2 - 6*5£tf # 2 - 4^e>^^p^e>stR$n^>f5in^o;w^u F 

5 -^#g£t*5ffi##CDR(D75y&gE^J£:* *n j etl#J&T& CD R©75 

(6) E2?iJ#-^4 7©75/^iB^J* VH CDR1 \Z. BB^"J##4 8 0)7^ J 
VH CDR2 fc, fiH^J##4 9©75 y ®g3?U£ VHCDR3 @E#J#^ 
9 S(DT$S&MFl* VLCDR1 \Z, B3^J#-^9 9 ©7 ^ J ^IB^JSr VLCDR2 

io ii, o o<DT^swmn& vlcdr3 \z, ^n^n^-rsirt^fcL 

<\t*<D%;&mfr, &fz\tm&m^7<D7$;m.mm& vh cdri \z, 

^8075/ BSSE^US: VH CDR2 IB^J#^9<D7^ y&BB^J£ VHCDR3 fc, 
SB^J#-^1 OODT^yMSB^J* VLCDR1 \Z. BB^iJ## 1 1 <D7^ y &@B?U£ 
VLCDR2 \Z. @B#l3Htl 2<D7$ym.mW& VLCDR3 \Z, ^n^tl^lrZ 
15 tt#%>U<«*©igtt»rfi\ 

6:fe£tf# 2-4^e>^^>^e>5i^^n^)Mn^©/w^u K-^tf^-r* 

20 SB^Ji: L*C&*rr* khGPVI ^ft^fcte^lStef&Jrfr, 

( 8 ) SB^J#-^ 1 4 3 <D7 ^ y &H*©FTJE1il«te, @3?iJ#-*§- 1 4 4 © 

25 (9) #2-6#BIS*fc»#2-4*ffllia*^^i _ * ; Ey^n-^-;^#*fctt 

^wois 3 ®flB&&, m i 2 <ott*©tt#*M-r*«B«nf 

(10) til IB (1) (9) tefB*©V>m*><Dtt#&££-r*JB«lBifc 
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mm, 

(id #2-6mi&&fc\z#2-4m&'z&z>. tata (i o) t&mom^ 

(12) < i: fe^CHil* fett Li0-*0 3 1© C D R , <fc 
tt*©HI»*fc>±L»©W*©6illft©CDR&3 — HT***S^Jt^T» ^4 
10 £iBft©^0->, #£L< — 2- 6*Sj:tf2-4;a>Sfc*»;fr&S 

( 1 3) VH CDR1 S3- H-r§IB2?iJ## 14 7 ©^SE^Jt, VH CDR2 * 
3- F*r*Eai#* 14 8 ©ttXEWii, VH CDR3 S3- Ht* *E^I#^ 1 4 
15 9<D&mmF\h. VL CDR1 *3-Ht*fiW#f 1 5 0©&3IBHIfc, VL 
CDR2 S3- h*-r^>S3^J#^ 15 1 0«XB9U^« VL CDR3 S3- FT&IB^J 

#^i 5 2<Di&mmmt&. ^n^tn^u^^ut^H, vh 

CDRl S3-F-TSE3Wt2 3©mgE?iJ£, VH CDR2 *3-Ft*EJ» 
^2 4©*ttE?!l£:, VH CDR3 S3- F-TSBW*^ 2 5©&gE?!l<i:> VL 
20 CDRl S3- H-r*E2W#^ 2 6 <D&miF\£. VL CDR2 S3- HfSB^ft 
#2 7©&gB#l£, VL CDR3 S3- F-T^E^Wt 2 8©&SE?»J£S, 

(14) ^<t«btt#:©H0*fcttL«©Rr3E««, #i:L<tt#Mfc©H« 
25 #2 - 6cfc<kr>*# 2 -4]fe &«RSft*fatt*»©/Vf F— *7©$x 

#©3te^fc*viT*n^n^r*^««S3-Ht-*4tta£E5!is^t-«) 

(15) H^©pJ^^S3-H-r^E^J#-^l 4 5©mSE^lt, Lli©pJ 
2E»«S3— Ff 3E?fll##l 4 6©^SE^JtS^Wr^^U^^l/*^h\ 
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#$g9!©!& 5 ©JHUte, $ 1 2 ©ttM»©tt#£tt£«:fc8rC**. 

5 (i 6) mrsa (i o) orasttHrrsxatt^-tA MnnansMfe-*-*^* 
D-^;vtt#**R«t-r*xs*-&tott5S*ias, 
(i 7) tm (i i) ©»«i*JW-r*xa*j:^ KiBja^^-r**^^ 

(18) »4©jfi«©*U^^W*^H, ^nmt556^^^-> 

io a^^w*^Ht>b<ia«»a^^-***T*iittowti^*fflVi*xa* . 

#%93©!il 6 ©IHilte, ##Sfl 1 ttfB 2 ©tt«©tt#:*W«lia»t tt^ 

©^ll© ; f'^43 < J;t;/'^fc«?&^©^86©E^m^T$>^o 
15 *»9i©»7©tt««, *#8l *fctt»2©!B*©tt#&mvrtm ( P© 
GPVI S«m*fctt3t* , r*Jltte:«k?)«IJSl©»»f«rf **Slf*oT, 

, JWWKBhhtt* I gMK« *»^X#»%MasK:J;oTifi* 

20 WXZ>Z.ii\Z&K>, ftil©^77.©kh}n# WZM. I gGtft#\ 4*fcfc M g 

, \*—~?&M!£t%>&ifc m%.\Z> kMgM) Ft*** 

U^i'WF^Wk bffift: IgG4irE#0 ©#>J^^W* 

25 H-70mRNA*J:r;/*fcttyyADNA&fifitl/TffiVifcPCRft 

amstfen, **wtett«w«9, »*b<«nj£^ji oiam©^*^f en 

•So 9mm 1 OtefcWCtoJ:, ADNA*«HtUTfi*©l^ V>*P CR 
T?i«MBU ^ne^ifc (IgG^i4li) ©PCR«MMtt*»£bTlWte 
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m 1 GPVl-Fc %iy7^5 H^5 pCAGGS-GPVI-Fc <Dmfk*7jtt7 U- 
6 h"C&5 0 

T&£pYNG-GPVI-Fc O^^T^n-^^- bT&£. 

®3te> tn;GPVI^:/^o-^;Vt hiiittl 81i0^t*, GPVI-Fc 
£<Dfcfomz&K>. EL I SASTi£lfc^l^Ufc^77T?fe?>, 04 
10 tek h*ajflL«fcO«Kl/fcJlil/h*RK:a«ltftGPVI k hfofc (R#2-4 R#2-6) ' 

H5tt, #ikh IgGteGPVIififl^DGPVI-hFc ^s©tt«&tt*«-r^9 7T»5, 

15 mm 

*imw®m i t hsh'm±\z&&'Tz>mmmmn'v&z> g 

khtrtft, EBVfcJ:0»JMeftUfctMBlIS3&«*^'r*kMft#, SfcttSB 
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Fc£JHV>TB I ACORE 3 0 0 0 Ocfc Sfr^aStffiSftUEflW^fSKlck 
#B9!©ttm*:3 7-y>te£*k^ 

-dew era:* )ts®$^ife§^©ii$ (j^t, mjzmmmtm-tzzt 
?z>j3mz±m<Dj5mzmfezn?, m<onm\z^xhfr^z\t^x^^o * 

lO^g/mL^T, cfct9»Sb<«WniLWT©^T, S^m^^$f*b<^ 
\ZM.'P21£2> 0 

m&i2bn>\f>\z&z>mmtemffl&~f, mmcDmmm6 \z$mtsnttmz& 
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i£fc::fcV>T, «F*b<ttO. lug/mUU:* «k 9fi;3;b< telng/mLJ^±* S&ldff 

*b<ttiOng/mL^±, ^K#£b<fcnoo^/mL(2m#:&&T, ft^Hiw^. 

10 £b<«2 0%OT, «fcDSftl<K10Wl?feS. tt#¥8rC©khJfiL/h 

mmm 1 4 0y*5Kbfc. 

#£^£>T> in vitroK:*ViTtt#:maft-CJlll/h*«:Sttfl5$-&*^ffl, 

&«, jk/jN=R^SS:lc® i bb<«<IE5i-r^fflSr^-rsci:^6, £#lciS:#b 

20 JRHk:<kt)Fab3&«***fc«»*bT, I gG*fcR*te*»*wT^t&tti%> 
25 I gGf^gntV^, ~mz, lh*¥ffim*F ZLbmomfrlZit^T I gG© 

jt^0«ttfiW«BI«l^^4#4«)5t*i 

IC^V^Ttt, jfiL*¥t«l8©*V>*fflBtk gG#S*bV>. 

*mw<Dtn.m*ik.frU±<D gpvi t3 5-y>£©ii8^&#MWfcMF't-* 
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teGPVI i:37-y>^*lf*t<tt 100ng/mL ^TT, £9#£b< 
\t lOug/mL ^T, £ £ fc$P£ b < lug/mL UTF* ft\Zft £ b < « O.lug/mL 

©«an?5 o%is#t-*in;<rc<&5. 3 7-y>^GPv i ^©is^&asDfe-r* 

»£&#»«©###*&#•$■** (&*5£WOiAW*&%frV&fafrWMM±~\Z 
#finGPVI (c:iSg^$-&T43^D7-y>«i:M^ r e^^V^^lC-r ; 5, (iii) 

io *5fiM©tt#3&«jfe/h«x^/*/i:tte«3**ia±©GPv i £#§£1- 5£<h-eG 

PV I £ftg|U;:^0&3;-arT (internalize) ^ iteSttTMSI®3!)^GP 
fe«g^^®lC#^E-r§GPV I £^bT^mtbTlfiL/Jvt£^@fr£GPV 

15 /jN«**«HW©«*ibTtt^nt?t>av^, *»0«)f*#t»oTfeJ:K 
' #§g93©ffl 2 ©^ itT,. CDR75 / mSB^J * WrcHE1Mt7 5 / 

KE?a&'£4rr«tth b gpvi ^ n-:Hi/#t#:as&£o 

m (vh) , (vl) tmtnzo *s&mmPMz\*ttm&&mm® 

20 (complementarity determining region; CDR) tf^ftb^ C©$P^ 5 iaM^li 
OiSttliioTl^. pJ^M^c©CDR^n©^«> CDR©$tj££&i$T 
*8*J3c3rU 7V-A<7-^1S« (FR) iPfUns. m^«ktK|g0©C* 

mm\z\zfei$mi$i.tf&&L, ^n^nmrnfenm® (cm , (c 

25 fi«FiaE««+K:«, » 1 ©ffl»ttifej£«# (CDR1) , IB2©ffl»tt^ 
ffitt (CDR 2) *5j;tf»3©ffi*ltefcj£«i# (CDR 3) 0 3 0©fflit^ 
MJj&iEFfiET*. fi0RiaE«l«+©3o©ffl«tt«fe3tfii«S:*t«)Tfi0ffl*H4 
ft3e«*tPf^. ««"ST2E««+K:'bra«K:, IS l ©*B«teft5£1B# (CDR 
1) , » 2 ©*l*tttifcS<S« (CDR 2) :fe«fctf$g3©*B*H4ftj£<R# (CDR 
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3) ®3'?®fiffl£ftMtt#&tt'r*. wot****© s-zxDnn&ikfem 
tisTm&m^4 7 07s.ym$z&L vh cdr2 tbTE?ij##4 8®7$/i 

5 gB^J, VH CDR3 <hbTE?!l#-i§4 9 ©75 ymBB^J> VL CDR1 <hbTE?»J# 
8<DT$yWtmm, VL CDR2 £bTE?iJ#-%9 9©7$y&E?U£&W: 
VL CDR3 <hbTE?>J##l 0 0 075 SWtemOot, V>fn^ 1 OUU:, 0 
i; b < «HiO 3 9, £ 9 b < «±T©7 5 / ^@S^U Sr-&**T § , 

*f8BJ©iri#© VH43 £ V L07$; «HE3?!ltt&-f b *>I8£$ tlfcH**, ft 
10 *bV>ttfl:ibT, VH£bTE8l#*l 4 3 ©75 ^ &E?U*> b < &VL <t b 
TfiJJtf 1 4 4 ©7 5 y iE^OVifn^ 1 Ott±^*t -5Jt#, *&ttV 

*^W©tit#:«^Tbfe#^©T5yMBB^ ! b<Dlc:^$n*r> 
15 «ttRtX/*fcttttJBttfc*»Wfc»»©feVittfflT, #^BJ3©*fi;#©75y@£ 

I gG, 3&Kl#£b<«bM gG4*3fe©T5yKE3W^6fe*JW#*C**. 

20 *#»w©^tt^3t©«* : ?atei^*rbt>i53e$n*%>©Ttt^:vi. #t#, *r 

fc:b£ftiSE^n:?y (Hi) :fc<fctfllfg (Li) tjfc&fcD, £ 

i©#77> ( Y > a, n> 8, e) ££0 5O0-fV^^^ (IgG, IgA, IgM, IgD> 

igE) izftvznzo ^©s^igG t igAummom^ mxu\iv<om&. Y 

1, Y 2, y3, y4, ah a2) ^^^7^ (0dAfc£b: b©*§-& IgGl, 
25 IgG2> IgG3, IgG4, IgAL IgA2) fc#tt£*T.&o gfiKft, k X ©WT 

^aigjtsn-r* v^ntc^$n^>t>©T ! b^oT ! b«tvi„ #£b<«-rv* 

-fy^IgG ©ia#:T2fe0. $6>fc«P*b<tt*M*:^tt©feVitVi'5^fc*Vi 
T-y-^ IgG4 ©IfC^Tfe^o 
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#»W<B8M*£bTWU GPV I £<Z)fc!i£flfe£*rrsiED 

fc:feV>T, IfC^OltffH-^fett— BUTfe«fcVi. m%.&* Fab (fragment of antigen 
binding) , Fab\ (Fab0 2 , -2MHia# (scFv) , 4 F&feitiM* 

(dsFv) » cDR&^mtz^fFmtmfznzo 

Ttt. AtttfUCfci; GPVI W5§S^$I4t5k h^6^Ufc*iJfa 
CDU >AJ££ffl V>Tf£®ib*:/W b*-TT&5 #2-6 2-4 

ft#je^iBiifttt^©aijaK:iR3tsn^vi3&t, #£b<« gpvi ic^-rase 
-^MLfctt-frT* s £b< «# 2 - 6«Bifla^fe«# 2 - 4mm 

#:^T^ymSB^J«r3--H-r^'b©"eabn^'rb ! fol©^$n^ tfus^wa- 
f Htl/TH DNARtfRNAjtf'&Sn*. 

§J§ ©tri#:<D C D R SB^U * □ - H t 5 # U -5? # H b %> fig^teft 

20 $F£b<te VH CDR1 tbTOrS/KE^&n— H-T*iB2W#^l 4 

7©&2&E#k VH CDR2 ibt©7$ J WffiM^l— FffcE^IflM* 1 4 8© 
m&WM. VH CDR3 tbT075V»S?iJ*3- F"r*BB5«## 1 4 9 
SW, VL CDR1 tbT©75/KE2W*3-H-r*E2W#-i*l 5 0©ISm 
VL CDR2 tbT©T5y»IB5!I*3— *E?IJ#-^1 5 1 com^@B^J*fe« 

25 VL CDR3 t bT©75 ^8613^*3 — H*T*S2W#^ 1 5 2 ®&££?94>'5 "£> 
Vi-fn^lo^±, J:l3^t<HHi©3^ SSfc#3;b<«£T0:!fc!II2 
^J£^Wt"3tf U^l^^FTfc^ #£b<Ki VH CDR1 <hbT<£> 

7^/$$E?U£:3 — K-r&SE3Wt2 3®%£E8U VH CDR2 <h VX<D7S. J 

nmm&n- Hi-*e>w?2 4®tt£E?!u vh cdr3 ttx©7$ /mie^j 
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&3-F1-£iE?iJ#*t2 5<Di&m&n, VL CDR1 £LT<D7$ J WLmm&n- 
H-TSSB^iJ##2 6 0tlSBe^ VL CDR2 t VT<D7$ /KS2^J*3- Ff 5 
SB^J##2 7©&gffi^JS;fcteVL CDR3 tl/T075 /&BB?U£:3- Ff 5B3 

3?ij#^2 8<ommmm<D5*>* ^tn*uo^±, ,to»*i/<«Hio3o, 

#l##l 4 5®%XE^ £fcraVLibT075ymB2^J£3-FT*BH?iJ# 

#14 6 v>m.w®m<D v^-rn^ i £ o$?£b< «m^^*sssb^j^wi-^> 

3 1<7)%SBB9J, £fcteVL£LT©7^/&BE^J£3--F-r5@B 

mmns 2 0D^sH^jovi-rn^io, <fcD#£b<tem;£©&gi3^j£^rr 

^BJO^O^m^^ 3- U * ^7 Vtt Fte> b < tt t F*rC 

15 iO^KttbMgG, S 6 ^ U< t M g G 4 S^ClSiB^J 

T> 2?2;b<KJ: VH CDR1 £bT©75yftE*J&3— Ft**ffi?!l#*tl 4 7 
20 ©tt££8K VH CDR2 t VT<D7$ J mSE?!I«:33— Ff £>@B?y#-*§- 1 4 8 

££?IU VH CDR3 £ H*rS@H^J#-% 14 9 ©^SIB 

^ VL CDR1 £bT©75y&BB^J£n-Ff 5SB?!l#-ftl 5 0OlS@B?iJ> 
VL CDR2 tbTCD7^ymBH^JSn-H-rSIB^J##l 5 1 ©ift2£Eai*fcfcl: 
VL CDR3 tbTOTSyKE^&a-F-rfclBai**! 5 2 (DMSSE^JOV^ 
25 n^-' 3&±*^#-r**fi^T?*D, £?£b<te VH CDR1 tUTO 

7$/MIE#l£3— Ft-3@B?!l#-*t2 3©^SSH^iJ, VH CDR2 £bT<E>75/ 
^IB^J«:3-F-r^)iB^J##2 4C»^S@H^J, VH CDR3 itT(D7$ J 
$rn-F-r^lB^J##2 5®%2BB?!U VL CDR1 <hbT<Z>75 /B&Rai&n — 
Ff3gB?»J#-#2 6©*36IB^ VL CDR2 £ bTOTS / WBMtt— Ft" £ 
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1 4 5OD^B3^Jfeb<«VLtbT0TSy^fiB?iJ«:3-H-r^>iB?iJ#^l 4 
5 6CD^BH^JOVim^l^^±^Wr^ate^ £fcteVHibT©75/ 
mBB^J^zi- Hi" £gE3»^3 1 ©^E^b< «VL£bT©>5 ;»K?!1 
S3- FT<S>BB?iJ## 3 2 ©ffigga^J©^*!^ 1 tP£U:£'£*ri-£iI& : ?T& 

Hf &ie*iJ#-tl 4 5©&gBB?iJ, &J;tfVL <h bT©7 5 /i&3?!l£ 3- Hi" 
10 £BE?U#^ 1 4 6 ©ffigiE^J&WrSjfite^ *fc«VH^bT(DT5 ymiB^ij 
$:Zi-H-rsB2^J#-^3 l©&SBB?ih tbT07'= / ^BB^fco- 

Fi-*sw#*3 2©4fcra*i&*i"*»£rf\ $e>ic»*u<«, fenmm* 

15 #^BJ3©!jl5©Si:|i£bT> ifC#©^]Sl^^*l^$n^)o £©380J!©in;#£ 

gpv i ^-r-sge^^^-r^s^o^tiJfiL^^'J >^s*£SHfcu 

# §1 W © *rC # teU &&©#& (^-n-^n Nature,312:643,1984 , 
Nature,32i:522,1986 ©#tt#W383ftTV>*) £J3 V>fcM&;L b 

25 h^tuT^MTf^.. *i% #ss93©tft#*&&i"sttiis, u> 

£?£b<te, fcxGPV I *J ?u-j-)Vmfo*£Mt%M7 y ) H-^«fc 

75;WMSn. flM*b& VH &J:tf VL £3 — Hi" & cDNA 

*ra-3WIJfiXttgiJ©'bMfflIfi<k0f^fibfcth*tft: CH &«fctf/£fctet: h*rC 
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!/U DNA cDNA 5^£#Tfc«J;<, A-f b*-^ 

6 tf> mRNA PCR .i:ioTHTU<, £fcte#&&lc:<£oT ! M#Tib < kV>o 

ef ^a*-^— cmv x>A>it- £^rr&^*— e> 

10 n; mfc£* pEFBOS *fc«ll»JTffl^fe^^^-^fe^>» VH 
mtefcc otransfec t m-cDSSSi^^-Km^^Tfc&V^ 

15 mz.\ts mm a^mmm . &m&> mm. &&nm (sf9 ^) , m%mmm 
(cos-i, cho, 5in- -?nj&t&) &m-f*>nz> 0 

#fi8lJ£#£H&£ bTteCy 1 ^C Y 4 , t h^iiStf «i:tTttCs ^<Z> 

20 h h<DCDRmm^mt^mmt, th&mz?imz&&'r2>$ifc<Dmz, 

^i^lSb^#:a^Sr77--v f ji^^At-^e:^^J;i9 Fab , 
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I?^$n5. in&om&WifrtlsTfe* MM* Fab (fragment of antigen 
binding ) , Fab\ F(ab')2 *t* ?K *M*©«ttlK** 'J >*-»Ttt*bfct) 
©tt-TWUi— *^tn:#: (single chain Fv : scFv ) ^^V?^ Fg^b 
fevf*: (disulfide stabilized Fv : dsFv) ^#<D©4£l0rfr£'&ty^7^ H 

#5£l£a> Fab tt, #^<D*rEGP V I iri#£ IgM <DM&\Z* >/V7&ftMm 

io itm-s. ttfitflco Fab sn-K-r* DNA &W&$iVm%^ 

\*nm!kW'^m?<-r%zt\z&Qfti%-2^ Fab 

#^<DF(ab')2 te, *58W©ftGPVI*i#*^>^^K»»»*^^> 
TMSIUT#SI1^^T^S. £fcte> TIBO Fab'fc^X- 5\>Hlte**V> 
15 UV7,)V7<< fWTS 

" #5893© Fab'te, GPVI Kl«fllWtS*-r«) F(ab')2 &3t7c8J$^ri** 1/ 
-f 1 — WIbt#§^t^t5. 

#58W© scFv IC^Stt^) VH VL tt, *»W©A>T^'J H-T^S^fe 

T£ta#£fctet: b^ftmvrn£%>^££i#Ti*3o ^HJ© scFv te, 
20 *»WOttGPV I tftfr© VH *J:tK VL Sn—Ki"* cDNA scFv 

& dna &#i&u ^ dna *m&£Mm5m^2 
m&wm mm^ & ? - \zn x u ksssb^ # * - * * & s ^ 

dsFv vh &<fctf vl 4>©*n-6ni75ynsia£*">x^-f 

fc%0§^5. S/7t^ >^SHIHt?>r ^ y Reiter e,tC«fc0^$ 

ntzJ5& [Protein Engineering, 7, 697 (1994)] Klfi£oT> JfittOitfWftjft^Sl 
fcg^TMftf £££#T#5. #3891© dsFv £#£n3 VH *5<ktf VL 
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dsFv tt, #5£91©ffiGPV l!a#CD VH *5<fctf VL * 
cDNA £5tf#U dsFv fc^-FTS DNA fc&lgU IK DNA 

CDR S^t^^Ffc, H L & CDR <£>4>ft< 

^•cauasn*. &m<D cdr a, m«*fcK»ssfc^:^FU>*-*^u 

T^StSC^tS. ^fgHJo CDR fc^tK^^Fte* *^BJ©in:GP 
10 V Ita^OVH43«k^VL «:ll--H-r?> cDNAS^#bJt^ CDR □ — 

5 DNA £8§&U ft DNA ftK*^«ffl»^^^-**^ttK*^»«» 

tl:iO^St, cdr *-&tr^^H*«jftf cdr 

fcTO^^Htt, Fmoc i£ C?;^!/-;^^!/^^^*-^) > tBoc 

20 iS^cD^^^^^^WcJni^^^n^o *389i©atGP V I ta^^fe 
fcft#W¥8s [tft#I#AF1 <&#08f 1 9 94^ («0 JfcA^tl) 3 fc±>5*S 



WO 2005/007800 



PCT/JP2004/010596 



20 

«fi**«fflflIIBT**. £*UCtek h4*©SKO-0 0 7, th?^7D 
5XO-7T*5SHM-D3 3, V?7.El33fc<Z>P 3 , P3U1, SP2/0, 
NS-1, 5y hE&*<Z>YB2/'0;&tfY3-Agl, 2, 3 ^®#SIMiifflfla^ 

S^t^SUVi, khti33fe(D$JJi&<i:bTtt, *#jjfiu U >^ 

k hOU >^3»3WfflVi6tu #K:&Stt#:©M*qiK$nTV^k h©'J >A* 

ffiixtt»«^&B»lllia*»fl!tb, in vitro i mmu n i z a t i o 

I9GPVI, IMGPVI, GPVI-Fc &m V>£ Z\ <h^T#> $f*U<«G 
PV I -FcT&3, 

^tt<bU>/^i:5XD-V^afla^©ga>^'^ Milstein ^©^^(Methods in 
Enzymol.,73 i 3 I) ^CD&£a<E>#i££JS ^Tff & "5 £ <h#$T^£. fcliUi, 
25 a^JiLT^UXfl/>^«Jn-JV (PEG) OH^O ->tri 

UW*«ffl-r*2li3&«»*bVi. »I^$PEG ooo- 
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4, ooo) ^mmvxnf^^^^tFEGmm\t^rv^m^nuM^ 

(DMSO) &<Dffi®)M*m\\VT>b&\<K M&\*3 7 □ICjPi&bfcP EG 
S;yfU>m«i (HATJSife) ^(O51^WT?lB-10Braig«b, 

^-©ntbx> gpv 1 y -y><Dm&*v&m? 

m-mf%<Dfe&<Dtkmjj&£VXfe. m«ELISA& ^JL^y^UyY 

toELISAS (ig^itl) , *>/^ffi5ftUfl#*f8s (BIACORE 
* ili/JvR»fc«l«l!lft** J *^6tl*. 

25 V im#£m>T£M*** ,: P<Z>GPV I £&ffiT3;£}££bTte, m^ta^, 

(ABC ft, CSA8» , ^x** 
ELISAft \M.9u->Mt%VC*-a-7fr (fl^X>f>f7^^, 
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1987 30 , 5 fttt£ft¥9Hftft OttftWA, 1986^) ] 

10 

#3fc9l©$vfm, k h G P V I t>©T35 0 , 

15 Ss^rmifc^Ob: hGPV I ©ftUlo«3Wlt^»T, 

20 

*mW(D&im$ GPVI ^©fg<&©4$Stea*iei < > hE&3feT&oT* 
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*mw<Dmm*. &rc. ftm<D^w&T*/tirc\mmiti&<Dmm\zttvx, m 
(t-PA) fct>z*\z^*it><Dmmfo {&&4£&z>^m^D®2>m 

20 y^ J &>T>^zi-7,b, Yu>-fc*V>&jm.^n> GPIIb/IIIaT> 

^ypVyfty-i b\ hn>H>ffi^J, FXaTOJ, FVIIaiaS^J) 
ft£##tf*>n&, Ci;iT0fffli:te, #^©jn#<h, ^li£3«ttfifc#£££: 
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gfcJfcSn**^ 5I#fifcA-B&fcO, »IfiS4Tl-1 0 0 0 0mg, 
I<ttl 0-1 0 0 0mgtfc!5, Jin^lIeIfe?>V^«lHl^t>^TiB:#-rSo 

10 iJIT, ^^OtfittteGPVI ^fm-r^T^SIT* h<D<D, 

^^^^Wt-^^^^^^t-^feOTfe^. ^JA^ GPVI t37- 

s^t^s. gpvi *nmzT&v&&&%fomznmmm\m'& 

T£ft^fcbn&v^> t hjfa/jN^ojfa^T©^ (9~iOBfirf£) Rtffc 

§©^^ifiL/jN^M^GPVI ^^$ii:^fefe^i^^»0in;^$:ltlS5Wr B 1l5i 
25 fcfi^T, l^-;V£ffcB^e>2£MF*1£bT, tS#, «Atf, miHj'fcb 
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25 

7K ®&7^ U (PBS) > 0. 4X£3fttt*. 

o. 3%^<j'», kh7^5>^^v^nn5. c:ne>a>^^ m 

io ^e> i5x«2 o 11% t^f ^i*«bt?> t^Tf , ±tut, 
>t. (*i5ffi, n7Vv 9 s>y #>/i--> -f-xh>, ^>s/;wx 

15 ^7, 1 9 8 0) Wgifli'boT^IIMB*©— WildW) fcHteSMBKlBmS 
nxv^o (1 avage) X^-e^ftl©^- h©fe*fcjiiU^:m^«, 
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5 GPVI *«ffi-r**ffifc:«k»5» £A©IMff*fT3 mz, 

K"f yfEL I SAf, -f >kHi/a> ELISA ft, «3ttt(*:ft» ftttttltfc^ 
15 *»W©tt-»*fctt«#©iStt*r«**«^T, GPVIXttJfil/J>«±©GPV 

i ©3 5-y>fc«r*tt'&*Ba»r*3&a6tt. gpv i xttjfe/hSMfJioG 

PV I t**w©tt#*fctttt«:©^i»H-*i*#i***xa, GPVI Xfcjfo. 

/Jn««®±©GPVI t39-y>*«****Xa, #»93©3M**fctt«tt 
©SttWrM-tCfcSGP V I X»4jfc/MS«fflJi©GPV I ®37-^>W*^ 

20 -££R&#-r&xjis<z)4>&< ^^^#5, 

***©R#*fcttft#oiStt»ffr fc i* GPV I XttA/h«Jt©GP V I © 
A/JvR**Kl»rSBa*t^ffl**ttJ'3"*xeJ4, Mi&© in vitro 7yt-f^©ffi, 
invivoT^-fe-^^^fflV^Clt'fenJtlT&S. HEWS in vivo T v -fe-f ft £ 

25 igte®r)t#£#©$^ 
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* m n 

5 So 

in vitro immunizationfflCDtn:^^^ ij -->trmffl%t. UTfflV>5fc& 
s t hGPVI©«fflfla^H^^>tt MgG©Fc7^^^>hi:OM'&SeK (GPVI- 
10 FcV £f£tSUfc. DNA *m*»»CWfO©^|RD, t^a^-^D--" 

>^-JK (Molecular Cloning, A Laboratory Manual 3 ,a ed., Joseph S. , e 
t al., Cold Spring Harbor Laboratory Press (2001)) \zVtctfvXfr^1t. 

, iI&£^a-->^Lfck hGPVI cDNA£*ffl&A,£:/^7^ FpBK-CMV-GPVI- 
15 1 (Biochem. Biophys. Res. Commun. 2000 Oct 14;277 (1) :27-36) £»S!fcU 
-fe>X^7<v— 1 (@B^J#-^3 3o 5 ' $zffiM\zm®BMyfoi I WUfcE^*^ 
tf) *5i^T>^-fe>7,^7-r^-l (E*l#%3 4. 5'*»fflfc*IISII*Bam 
HI B»E2W*'&tr) £fflV>TPCR £fT<^ b hGPVM&fl. K;>W> (269 75 
/&) ^-FfScDNA fcMgG,FcF;*-f>cDNA ^*n§^ 

20 9*5HpM1304 CW097/42319KK*) ££SM£UPCR SrfTV^ & £ fc&TGPVIfcffl 
ISnH^-t , >K:-f >7W-ATittS"SII6i:»:*tMgG I FcF^-r> (506 75/ 
m *3— b'-TScDNA £#fco ^c7)PCR©^:S6(D-fe>X^^-r^- 2 (I3?U#-^ 
3 5) kHgG.FcF^-ON 5fc«HW&n- F^cDM EW*^*, S&fc 
^-ODS'TKMiJ^TO^BamHI BBBW*E«UTRtl-U *feT>^-fe>X 
25 ^7-^ -7- 2 (E^J#^ 3 6) ttt h IgG,Fc F*-f >C *JBfflfcftdlS»*KpnIK 
i&@H?iJ £6Bg b TKffl- b <£> fc&ffl b fco PCRtd <fc 0 # £ tlfc - ^ (DcDNAff Jt 

&ttR»*"e«iabfc«, m?L»i»«Bija«:is^t-r*»ii^7^5 ft&spcag 

GS («|W$&2824434-J§&«) CD^a-->^©:#Alfc. -Tfr*^ t hGPV 
mmfl- H *-f H*T 2>cDNA»fJttt«!lBa»*Xba I *5«ktfBamH I T?«)»rU 
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k MgG,FcF;W >£zi- F?*cDNA*rm;MfliMttBaiDH I &<fctfKpnITtf}#rL 
fc. pCAGGS0*a~->^{^cteU>#-£#AU 2fi£fcffllKB*tt»raM£ 
(Xbal, Kpnl) fcttinbfc&l;:* k hGPVI$ffllian F*-f >&3- H1"ScDNA*5 
e k^bMgG 1 FcH^-r>&n-H^-^cDNA*W>7W-ATii^$-li:T#Abfe 
5 . £ (Dig £13 1 IZtfTo 

nbWZ&m-fyXS H (pCAGGS-GPVI-Fc). £gfc/\**aO#>f ;P7,^<0 h7 

, ffcfr^ pCAGGS-GPVI-Fc^$!lRS^XbaI*3<k(yfHind IIITtfJBrTS d ite 
J:0GPVI-FcSr3-H-r*DNA»f)t*«)DffiU *CD*SI*Blunting Kit (TAKARA 
10 ) ^ffl^T¥i*iStl/fc. ^■<DDNA©Tjt<£A^aLD^^;WX'\<Dh7>X7T 
-^^ ^-T&SpYNGOSma I gK&lcJ? AU #.U ^ H 'J >^n>E-^-lC^b 
TiE^[6]T^A^nTV^^D-> (pYNG- GPVI-Fc) &M1RV1t. Z\<DHn& 

cDGPVI-Fc^6MO^$^xx^>^D-/x-< >^T??*iRb&. 
15 bfc»M;W*8*&;&^3«K:S&«*r ZZtlz&Q, GPVI-Fc ©^<£tfo fee 

WmZzfUT't >A*7A (Prosep-A, =£0#7) Cit^utHctD GPVI-Fc © 

20 mmm 2 ffiG p vi gBaft^t a k h ^ffijfcjj >zy&£j ^fcffiG p vi^e 

irCGPVI^E/^n-^l/k hft#ttGPVIk:*f*r ^eBStflcSWUTViSCli 

25 6mlS;, F i co 1 1-P 1 us (Ame rsham Pharmacia 
Biotech AB) £ 3m 1 SD^fcL eucosep (Greiner) \Z 

sjiu i o o o gteraS'&u u >A«^H&igiRbfc. »snfcu>^^ 

Hjfc^W^PBS (CAT. D-PBStJH«n»^**) CT8 0 0 gT 
2 @3S/i>«B*«, 10%FCS (<^»&JElfiLm) ^tfHybridoma-S 
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FM (I n v i t r o g e n) fc»»U 7. 4x1 O 7 flitf>#0JI&£#7i:o 

StllS V W*Sfc#!n£> PHA-L (Sigma) £2. 5iig/m K LPS ( 
DIFCO) &20pg/mK *JfeW llBitOfllfttGPVI-FcSr 1 Opg/m 1 4:* 
4J:5fctixfW6JlDU JNBJM&te 1 x i o 6 f@/m 1 kteZ>£? fcWISH b 3 0 
5 |H3*&*!LJ) W«3«©Stt^b«rffofc. fc*5. «f*«Nw, $feKIL-4 (Pep 
roTech) £4 0 OU/mL»DU *fc*l#ltM5& 8 H Mfc-t"*^ 

>*tfww»^tfe^n, Mat) fcufc#v\ sttflsu 

fcfc: h JJ i//<3«t^^^§3iP— ^*BI6 (SP2/0-Agl4, ATCC C 
10 RL1B8 1) fc4: 1 "Cft^US 0 %# !J ^ w V;/ U =<— (Sigma) 
UlJ;«5 3NBja«r»'&Ufe. ft-frft, 1 0%FCS % 1 xH AT (I n v i t r o g 
e n) Sr-^tfHy b r i d oma-SFMCMU 1 O0^«il^ 

79 K-^tEL I S Amz.£VX? V v^Lfc 0 
15 »JliGPVI-FcSrl P^VfefcO 0. 2 5iig^DU-C©t@'fbUfc^ 

iy^lz- b (Ma x i s o r b, NUNC) Jc/n^:/! 1 K— ^Oi#^|±^5 0 
HL^^*PL3 7 1 ^fflSJ^ bfCo *rRR^U"Ct h*fi!iF c (Athens 
Research And Technology, Inc.) ^rP^^HtB 

20 (DAKO, P 1 2 9) £ 

fcl^/V^^^^WSlt h7A^# (DAKO s PI 30) 

maa&DUfc. 3 7 <c 1 n#WRji?flu H«rosfci*u tmb^w. (b i o f i x 

) &&V^MZ.W)QV1 O&Rfe&s 0. 5MTO^^r^Pb^^^Jhbfc 
o ttttTT/V— h^ftStH-J:?) 4 5 0 nm©©ftg&iB!l5£U M^Fcf 
25 ttft#£aS-h5-*1\ GPVI-Fc^@^bbfct>oiyKD^.T*Pii5 l e^^±#-t-?>s "t* 
/«C^^tn:GPVI^^;#:^jg^LTV^S^^'<^y K~ rj&s#£Ei-£ !>3L/V&31$RLf£ 

o 
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jSftbfc/W^'J H— 0%FCS£"&tfHy b r 1 doma-SFMT 
mMlfcl>1M**M&Z'*fc" 1 gMttfctt^aT^lcft^P r o s 
e p-Th iosorbM^5A (MI LL I PORE) KlckOffiNKU I gG 
6 ^#ttProsep-A*7A (MILL I PORE) £fflV>T*M4bfc. »« 

tt#«o. 0 7 6M v>wtmmm (pbs.) (pH6. 4) t?s*rt, 280 

10 'Htil5^J2Tt#e)nfctri^©^>rt!>y«Human I gG Subclas 
s Profile EL I SA Ki t (Zyraed Laboratori 
es) &^X7^>^nf^ >^K«k9fTo&. ELISA^a7J« 

„ ^n*51jig§4~2 0%OSDS-PAGEI:J:D^m PVDFBH 
15 (MILL I PORE) fclCTU Vtt*>*?U y*r4 >^£?Tofc. "Tfct> 

# (P 0 3 2 2, DAKO) Ufe»«> ECL&lii (Ame r s ha 
m Pharmacia Biotech AB) £RJfc£i2\ h3r*^ 

* (ATTO) fcJ:DRJ6«/1>F*ttfflL-fc. »6nfc«GPYIttflc©^-f 
20 e>^*S*«r*lfc*bfc- 
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(1) PHA-L:fe«J:tfL P S#£T 


£ o- >#■*§■ 




#2-4 


IgM/A 


#2-6 


IgM/A 


#2*7 


IgM/A 


#2-16 


IgM/« 


#2-37 


IgM/A 


(2) PHA-L, LPS*3«fctML- 






#4-1 


IgG2/A 


#4-7 


IgG2/A 


#4-28 


IgM//c 


#4-43 


IgM/A 


#4-44 


IgM/A 


#4-45 


IgM/A 


#4-52 


IgM/A 


#4-56 


IgM//c 


#4-62 


IgM/A 


#4-65 


IgM/A 


#4-68 


IgM/K 



5 gaSfllU' ffiGPVI^yga-^fchffittOGPViategttOBfc (EL I S 

Am 

*m«2T»&nfc*l»tt#©GPYItS'&flHt*» HJSM2{c:IBm©EL I S 

»J2Ti^MUfemMtaGPVI ; Ey^D--^-;i/t:htn:#:2 0ng»U 
10 tlT»8tHgM (Cappel) S««lfc. 

■€-©<S^ B3fcwtJ:5tj!HllltlTtt»tfckM gMT»M^^±# 

WfcGPYi^BiiUTVisctj&niB^nfc. 
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Utt*! 2 -0# bnfctt^WllttfcG pvi ©tt^*ria» V> 

Si iW-CS6tii:t^ffl»*f«il (B I ACORE3 0 0 0) 

V>fcfctff*rfTofc. £1\ th = 7-m.ypel <£fl^I#H) &B I AC 
OREttO-r = »TyH:^\ CM5f J// (BIACORE) ±|:3?-^V 
^6 3 0 3RU (Resonance Unit) IB&fbLfc. i i "CRT-Hi B 
I ACORE^fi-e'(^ffl^ttS^^^>'^^^•t"^4*^fe^^ 1 0 0 ORU^^J 
1*. 2 n g <Dm%ftfe<& Lfc C £ ^^-To GPVI-Fc^»»tMgM*fc 
ttflHSIttGPVmfls^Sr^H^S Ojig/m 1 t^5J:9l^U 

X»tC±0ra«*»fctt1!fAJ:0#RjliLUfcjlll** a fe#ife (Takayama H et al. , 
Biochemical and Biophysical Research Communications, 174, pp. 922-92.7 (1 
991)) iC^CTM^^Mt, ^^2xl0 8 ~3xi0 8 ^/mLT-^fflUfc: o jfc 
/h*R»*IBoaOJfettx Ezumi Y et al. (Blood, 99, pp. 3250-3255 (2002)) te$S 

fc^OLfc^ 37«5#IHH>'*»'<-bbfc. SfeteCaCl 2 

— Jfy (NYC0MED PHARMA GMBH) ©*$fc$rll**£'C 3 t£ ^ L 4 pg/mL i^^i? 

tean*., 4/h«»i«»£3tES (»fp*^*t PA-200) fcT3fe3aKi**ai*w 

2 tea* Lfc. fc*3. jfiL/h«»*o«!l^*tt. 3aa*#l*i:fto 

fttes =i7-y^n^>9teJfiL/h*R^^^Ki:b"Ct h Yoy\fy (Sigm 
a) &0.3#(£/mL©»£tefc3J: 5 teSfc&P U Rffcteifttt©JM^«^X»*-t" 
*&*&«l£Lfc 0 l0iig/iDL©^#:»«te43Jj-5**«Mfc*tts #2- 
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tt^H mm mm^o^mmmm^m^m^vftm^ lOngM© 

^2 



(A) #2-4tt# 





(=7- y> 4 /i g/m 
L) 




7 7 % 


0. l^g/mL 


6 3 % 


0. 3Atg/mL 


4 9% 


1 ju g/mL 


2 7 % 



*T^S (B I ACORE 3 0 0 0) SfflViTSIgbfc. ftfffli 1 fE«&<2*»§S»G P 
15 VI-Fc^BIACOREtt©"?^/^:^ CM5f y^±fcHJlftl/& 
o # 2 - 4tt#lCOViTB I ACORE 3 0 0 0OW i z a r d Progra 
mKlTftiJ^U B I ACOREaOB I Ae v a 1 u a t i onV7 h&JBV>T 
flWb&fci:*, #2-4tt#0*»ft» (K d ) tt4. 1 3 x 1 0-«M tWiti* 

20 

gjjj{iM8 gjGPVI^ift:g>CDR7SyMftg^l<Oft3£ 

|*I«!]2<£>EL I SASt<k5X^U-=>^TlK$tlfc;WyU 
*HJfi«2lCfleoT«F*bfc. IBIft*flE*«2xl 0 5 i/m UC^ofctHtfi 
m&mUh, ®UVtz.MM&®TR Izol (Invitrogen) £JBV*T 
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mRNAfcfatBU/S:. Superscript First-stran 

d synthesis System II (Invitrogen) <D7Za 

Lfc» UiX (J. Immunol. Methods 1995 Feb 27; 179 (2) : 203- 14 &«ktf J. Mol. 

5 Biol. 1991 Dec 5:222 (3) :581-97) ODtif «*##teUT««l^J:r;««CBI«* 
*&««S**PCR^9-f7- (E*ltt*3K:flB*t) *«&J*U 3tefcW«bfcA 
-f^U H--7**©-*»lcDNA&»a!i:bTPCR*ffofc. *«BSftfcD 
NACDA < >FS2%7^a- **rfflV>TI*&8k P C RjS**^, tf 5 A (S 
i gma)*fflVVT*MBlbfc. »8SnfcPCRSKlfpT7B 1 ueT^^ 

10 -iNovagen)$HfDb, Llgat ion kit v e r II (TAKA 
RA) SfflViT16'C, 3 Oft-Vv^V—i/a >KJfc*fro;fc. 
ViT3>t!T>htJPE. col i (JM10 9, TAKARA) fch^>^7 
*— $/a>*ffV^ X-Gal, I P TG£#frL B?V- M£«»U 1 
mmmVfto mmLt£&nu--*)dyt77y7V, Ex Taq polym 

15 erase(TAKARA), U-19mer primer (E£Utt£ 3 iCflBftt 
) * T7 promoter primer (IH5>J«^ 3 CIBi, Novage 
n) £/BV>T, D a=-^< l/^ h P C RT'f >U- h^^^-fcjf XStlT 

Q I AGEN plasmid mini kit (QI AGEN) * 
20 ffl^T^5Ht»8Ufc. ill^775FSU-19mer pr im 
er, T7 promoter priraer§fflWDYEnamic ET 
t e rm inator cycle sequencing kit (TVy 
tA;HWX>X) \Z&V)KJ&'&, 5/-^X>*y— AB I PRISM3 1 

25 ifc€b&CDRBOT**4K:^bfc. fcufe* # 2 -4cDi7U-><DVL CD 
R3*3-H*r*4S3£BB^J (IE3Wt2 8) ©S^ 3 1#B<0^7— 

StlS. JKa^ffifcS^T, #2-4©^D->©VL CD R 3 (E#l#-f§- 
12) &<fctfVL CD R (E7!l#^16) ©75 /BIE^JSEifebTV**. 
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£3 



""" ft _ M - 


Be 7*\ Kv&WiW^) 


- _ a | - > ____ i | f\ 4-\ mm T T T T ^ f 

P CR^7-f^~ : # 2 - 3 7 VH 5 


GAGGTGl AuL 1 ub 1 GuAu 1 I i w \ol) 


PCR^-7-:#2-3 7 VH 3' 


TGAGGAGACGGTGACCAGGGTTCC (38) 


PCR^M"7-:#2-4 VH 5' 


GAGGTGCAGCTGGTGGAGTCTGG (39) 


PCRyM , 7-:#2-4 VH 3' 


TGAGGAGACGGTGACCAGGGTTCC (40) 


PCR^-7- : # 2 -3 7 VL 5' 


CAGTCTGCCCTGACTCAGCCGGC (41) 


PCR^M^- : #2-3 7 VL 3' 


AGAGGAGGGTGGGAACAGAGTGAC (42) 


PCR^7'f , 7-:#2-4 VL 5* 


CAGTCTGTCTTGACGCAGCCGGC (43) 


PCR^"7-:#2-4 VL 3* 


AGAGGAGGGTGGGAACAGAGTGAC (44) 


U- 19mer primer 


GTTTTCCCAGTCACGACGT (45) 


T7 promoter primer 


CTAATACGACTCACTATAGG (46) i 


^4 









g m 


(h m: 


) 




> \ 


CDR1 


<ssm 










## 


CDR2 (gByU#-Sf) 


CDR3 


#2-4 


SYAMS 


(7) 


AI SGSGGSTYYADSVKG 


(8) 


HFILTGYHY 


(9) 


#2-6 


NYAMA 


(47) 


AISVSGTSTAYADSVKG 


(48) 


RGLPHPKYFCDS 


(49) 


#?-7 


SNYMS 


(50) 


VIYSGGS-TYYADSVKG 


(51) 


LKADHYDSLAPDFDY 


(52) 


#2-16 


SYDMH 


(53) 


AIGTAGD-TYYPGSVKG 


(54) 


AGKMWWRGAFDI 


(55) 


#2-37 


DYYMS 


(1) 


YITSSSSYTNYADSVKG 


(2) 


DRAVRGVIIIRPPDY 


(3) 


#4-1 


SYAMS 


(56) 


A1TGSGGTTYYADSVKG 


(57) 


GGYTSGNSYFDY 


(58) 


#4-7 


TFYIH 


(59) 


FINPSGVNTNYAQKFQD 


(60) 


DTRGWSLNGLDV 


(61) 


#4-28 


DYAMH 


(62) 


LINGDGGQTHYADSVKG 


(63) 


GKRSGTYYNGLEY 


(64) 


#4-36 


DYYMS 


(65) 


FISSSSGYTDYADSVKG 


(66) 


RSSGFPFDL 


(67) 


#4-43 


SNYMS 


(68) 


VIYSGGSTYYADSVKG 


(69) 


GRWSYDY 


(70) 


#4-44 


DYYMS 


(71) 


YISSSSSYTNYADSVKG 


(72) 


TLYGSGSGDAFDI 


(73) 


#4-45 


DYGMS 


(74) 


GINWNGGSTGYADSVKG 


(75) 


AVATDAFDI 


(76) 


#4-52 


SYWMH 


(77) 


RINSDGSSTSYADSVKG 


(78) 


DLSPGSGSPFDY 


(79) 


#4-54 


TSGVGVG 


(80) 


FIYWNDDKRYSPSLKS 


(81) 


REIAAAGLYAFDI 


(82) 


#4-56 


DYAMH 


(83) 


L I SGDGGSTYYADSVKG 


(84) 


GSYDSSGYYPGAFDI 


(85) 


#4-62 


DYGMS 


(86) 


GINWNGGSTGYADSVKG 


(87) 


GPTIAGYYYGMDV 


(88) 


#4-64 


NYAMH 


(89) 


V I SFDGRSKYYADSVRG 


(90) 


EIGASYYGSGGTPGY 


(91) 


#4-65 


SYYWS 


(92) 


RIYTSGSTNYNPSLKS 


(93) 


DLAARPNWFDP 


(94) 


#4-68 


SYAMS 


(95) 


AI SGSGGSTYYADSVKG 


(96) 


NLPAPGYCSSTSCYALYYYYGMDV (97) 



5 
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IS ft (L f&) 


> 






PHDO 

LDKZ 


/acn fii«n. 


CDR3 


(BBJiJS 




CDR1 (SB^J*^) 








#2-4 


SGSSSNIGNNYVS 


(10) 


DNNKRPS 

I/liliIYJVI o 


VI 1/ 


U 1 TTuOOLOAU V 


viz/ 


#2-6 


TGTSSDIGAYDFVS 


(98) 


IWRNRPS 




oor l l oOYn v 


viuuj 


#2-7 


TGTSSDVGGYNYVS 


(101) 


EVSKRPS 

Li T OJVIVi O 


\ l\j£if 


OO I au on muY 


Viuo; 


#2-16 














#2-37 


TGTSSDVGGYNYVS 


(4) 


Ur jnArO 


10/ 


OOi lOOOlLl 


VW 


#4-1 


KSSQSVLYSSNNKDYFA 


(142) 


IfrtO XiVCO 


UVi/ 


flflVYPBDl T 


uuw 


#4-7 


SGRSSNIESNNVN 


(106) 


OliliVtm O 


VlUf/ 


AAnl/lioLouWV 


UUo; 


#4-28 


KSSQSVLYSSNKKNYLA 


(109) 


il AO 1 XvDO 


m in) 
vi lu; 


VWI lolrLi 


VI 1 i/ 


#4-36 














#4-43 


SGSSSNIGNNYVS 


(112) 


DNNKRPS 


(113) 


GTWDSSLSAGV 


(114) 


#4-44 


SGDKLGDKYAC 


(115) 


QDSKRPS 


(116) 


QAWDSSTYV 


(117) 


#4-45 


GGNNIGSKNVH 


(118) 


RDSNRPS 


(119) 


QVWDSSTACGV 


(120) 


#4-52 


QGDSLRSYYAS 


(121) 


GKNNRPS 


(122) 


NSRDSSGNHLV 


(123) 


#4-54 


TGTSSDVGGYNYVS 


(124) 


EVTKRPS 


(125) 


CSYAGSYTFL 


(126) 


#4-56 


RASQSISSWLA 


(127) 


HASSLES 


(128) 


QQYNSYPYT 


(129) 


#4-62 


TGTSSDVGGYNYVS 


(130) 


EVSKRPS 


(131) 


SSYAGSNNLYV 


(132) 


#4-64 


RASQSVSRYLA 


(133) 


DASNRAT 


(134) 


QQRSHWQPLT 


(135) 


#4-65 


SGSSSNIGNNYVS 


(136) 


DNNKRPS 


(137) 


GTWDSSLSAYV 


(138) 


#4-68 


RASQSISSYLN 


(139) 


AASSLQS 


(140) 


QQSYSTPLT 


(141) 









#2-4 


mzmn 1 5 


m&m-% 1 6 


#2-6 


IH^J#-^ 14 3 


m&mn 144 










#2-4 


@B^J#^-3 1 


BB?!J#^3 2 


#2-6 


m&mn 1 4 5 


SH^JS-^ 14 6 
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£7 





fi m (H IB) 


CDRl 


CDR2 


CDR3 


#2-4 


m*m* 2 3 


S3?"J#^2 4 


i3?ii##2 5 


#2-6 


se?"j## 147 


B2?>J#^ 14 8 


BB2?iJ## 14 9 




ft *H (L ft) 


CDRl 


CDR2 


CDR3 


#2-4 


62?iJ#^2 6 




SB JiJ#^ 2 8 


#2-6 


i3?U## 15 0 


B3?U## 1 5 1 


BB^iJS^- 15 2 



(1) Jft&AfchIgGSi6£:/9;*$F<D*l» 
5 ^-^-Xtif$B£##^t MgGS^^©l^iRTO3 FXDATG^^tPck 

IU HumanSp 1 een5' -S t r e t chc.DNAL 1 brary ( 
^n->r-^tfi) ftftlSiLTPCR^ffS. iiSU&DNA0rtf*SbMgG»H5 
^£pT7Blue (Novagen) te&fr&fr&MmW&WL&tZ* b MgGJt^©^ 
10 *«»r^fcV*ISWfclWIRSJ&te£D b MgG5tfe^£pT7Blue^£W ffiLfc^ 
fgSET^T^ KT&3pCAGGS<D^n-->^g&&K:jf AU b MgGfi^SBSi:/ 
HO«l**ff5. b MgG^3£S:/7X$ K^fg&fiilCDii'a- 

(2) tn:#:JiCT^^D-->^ 
15 ;W^U F-^#2-6£*g^|U «JB«MS-r%. #e>nfe*IBJ3S*D-PBS (Sig 
ma) total RNASrTRIzol Reagent (Invitrogen) *m^T%.Mmm.~r 

2>o ^fcOligo-dT:/^ x'-iSuperScriptll system (Invitrogen) 
T— 3*c«cDNA*^-r«>. M0fe<kt^^^"pI^^^<£:JiiIi$li--S)PCRy7-1' 
fc^fifcU /W^U H~ , 7*3fe©-*«|cDNA«:»S!tl/TPCR*tf'5. *S«b&D 
20 NA IHf)t£pT7Blue (Novagen) £to3A^g|B?iJ<S>fili&£fT5o 
(3) k h-k ^7^1^7X5 HCiH 
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b higG^^^x^ H©«iii6'bM»©»*i:n«o 

6 (4) kh-fch**9tt#££*n--><z>aft 

CHO (CCL-61) XttSP2/0-agl4 (ATCC CRL1581) fcSSAU JUHI«JbfllK:E£ 

sn*aw#t'» ! 6GPvifc»*r*<S'&flH4K:j:Da«i-r*. *»tttett, $fc?\ * 

^7^1TO^7X5 h\ 6^58^^5X5 h\ pSV2-neo*-tn-€ ? n4pg ( 

io w^x) 60iigL*^b, b«e><m©-rs. ^^^sflnisocm^^ffl^^ 

HtFuGENE©JB^tt*?RJnif 2> 3Btf)ig^£> *fflj&£96well^ £ n:7V- 
hK:0.7ffl/wenfcfr*J: , 5fc*ttU 0.2 mg/ m l G-418*^tJi&«lfcTS 6 
K2* 3SIFfS<Z>Jg$l : £fT : 5o - tfMf&Ztitcvien frt>i£%k±.ffi fcujiRb ^ EI 
15 AKlTGPVIfcCOtt'&tSttSW^ ^fettSr^Tr 5 ^O-- 
"(5) kh-bh^7iM4 

htefcofcSWT&jfiLifJM (Hyb r i doma-SFM, Invitrot 

ec) t^ii/m $e>ic2aF^^^^ff , 5, ^^nfc^im^^o^-r 

20 >A#^A (Prosep-A, 5'J^7) TlMttU HHM** 7*ri;#£#£. 

mmm 1 o /w H-^a3fe^:GPvi^oigG4^k^«ktfPabft;<p^» 

(1) «»*5«fc^« 

25 • "7— (SIGMA Genosys Japan fcT-g-fifc) 

HV3-ll-a 5' GGAGTTTCCATTCGGTGATCAG 3' (Efll## 153) 

IGLV2-14-a 5' GTGCTGGGGTCTCAGGAGGCAG 3' (IB?iJ## 154) 

IgL-a -5' CTATGAACATTCTGTAGGGGC 3 ' (E5a## 155) 

IgL-b 5' TGCAGCTCTAGTCTCCCGTGG 3 ' <mmtt 156) 

30 IgM-1 5' GGGAAGGAAGTCCTGTGCGA 3' (E?U## 157) 
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IGLV1-51- 


-a 


5' CAGCTGTGAGCGCAGAAGGCAG 3' 


(SE?!I#*I 158) 




IGLVl-51-b 


5' TCGGGACAATCTTCATCATG 3' (S3?iJ#-^ 159) 




IgG4-a 




5' CGGTCACATGGCACCACCTCT 3' 


(IB3?iJ#^ 160) 




IgG4-c 


5* 


TGGACAAGAGAGTTGAGTCCAAATATGGTC 3* 


<mmmt% m) 


5 


IgG4-d 


5* 


GACCATATTTGGACTCAACTCTCTTGTCCA 3' 


m&m^ 162) 




IgG4-f 


5' 


GCCCATCATGCCCAGCACCTGAGTTCCTGG 3 * 


OBlPm* 163) 




IgG4-g 


5' 


CCAGGAACTCAGGTGCTGGGCATGATGGGC 3' 


(mmwr^ 164) 




IgG4-h 


5' 


TCTCCAAAGCCAAAGGGCAGCCCCGAGAGC 3' 


(mmn 165) 




IgG4-i 


5' 


GCTCTCGGGGCTGCCCTTTGGCTTTGGAGA 3 ' 


(Eai## 166) 


10 


' IgG4-j 


5' 


CCCTGGCACTCATTTACCCAG 3' (SH3«^ 167) 




IgG4-k 


5' 


GACGGGGTACGTGCCAAGCATCCT 3' (g3?U#-S§ 168) 




IgG4-m 


5' 


AGCGCTAGCACCAAGGGCCCATCCGTCTTC 3* 


169) 




IgG4-n 


5' 


AGATCTTCATGGGGGACCATATTTGGACTC 3 ' 


mmm* no) 




IgG4-t 


5' 


TTAATGATGATGATGATGATGTGGGGGACC 3' 




15 


M4 


5' 


GTTTTCCCAGTCACGACG 3' (M&m^ 172) 



HchainREV-Scal 5' GGGCGGAGTACTGGAGACGGTGACC 3' (IB^J## 173) 
HchainEco47NheI 5' CCCCCGCTAGCGCTGGAGACGGTGACC 3' (@3?U#-i§ 174) 





mIgG2c-a 


5' 


GGATCCAAAACAACAGCCCCATCGGTCTAT 3' 






mIgG2c-b 


5' 


TGGACAAGAAAATTGAGCCCAGAGTGCCCA 3' 


(saawt 176) 


20 


mIgG2c-c 


5' 


TGGGCACTCTGGGCTCAATTTTCTTGTCCA 3' 


(m&m^ 177) 




mIgG2c-d 


5' 


GTCCCCCATGCGCAGCTCCAGACCTCTTGG 3 ' 


(ffifll** 178) 




mIgG2c-e 


5' 


CCAAGAGGTCTGGAGCTGCGCATGGGGGAC 3' 


m&m^- 179) 




mIgG2c-f 


5' 


TCTCAAAACCCAGAGGGCCAGTAAGAGCTC 3* 


(m&m^ i8o) 




mIgG2c-g 


5* 


GAGCTCTTACTGGCCCTCTGGGTTTTGAGA 3 ' 


(EflHHI 181) 


25 


i!gG2c-h 


5* 


AGATCTTCATTTACCCAGAGACCGGGAGAT 3 ' 


(S3?»J#^ 182) 



•pcr Rj&mmsk 

Ex Tad (TAKARA BIO INC. ) 

10XKjfcr?y rzy— *«ktfdNTP mixture tt#K©%>©ft«ffl 
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HeLa genome lot. N34707-1 (BD Biosciences CI on tech) 

• pcr mm 

DNA Engine (MJ RESEARCH, INC. ) 

SeaKem GTG Agarose (TAKARA BIO INC. ) 

U>8«»8cBM6B (ADVANCE) 
50X TAE (2mol/L Tris-acetate, 0. 05mol/L EDTA) (NIPPON GENE) 
^fi^-*- (Styl mfclWKMft-) 

• >?)l>fr t> <D DNA m frrtlffi* v V 
QIAEX II (QIAGEN K. K. ) 

pEF2cew (pEF-BOS <D EF Zfn^—f-tmz, CMV x>A>U— £ftlHJb#:2fe 
&S!3ggi^^-) 

pT7BlueT (NOVAGEN) 

TaKaRa Ligation Kit ver. 2 (TAKARA BIO INC. ) 

• E coli Competent cell JM109 (TAKARA BIO INC.) 

• y^X^ b (QIAGEN K. K. ) 

DYEnamic ET Terminator Cycle Sequencing Premix Kit lot. 1767 

(Amersham Biosciences) 
ABI3100 genetic analyzer (Applied Biosystems) 

^)l^ynmAmm (Sigma) 

FUGENE6 (Dv-zL^-rT^/^^^ 
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(2) &m%& 



5 Ix.JfcWl 

TaKaRa Ex Taa (5units/ML) 0. 25mL 

10X Ex Taa Buffer 5/zL 

dNTP Mixture (2. 5mM each) 4aiL 

human kidney first strand cDNA 1/zL 

10 sense primer (lOpmol/jLil) ljuL 

anti-sense primer (lOpmol/jitL) lp.1 

H 2 0 37. 75 n L 



(a) 7^n-^m» 

15 £ir, o. &%mm<D7%u-xy)i>*ftmv?z. z.n* ixtae ^mr^tz.wmm\z 
^x;i/^i7->y;w5MLST^^<^ i35v^ i5#r*m»j£fTofco *«ni*7 

(b) y;v^e>®DNA»fM-*affi 

20 ewi-rsA^K^jjjT^j^mb, qiaex ii *v h&m^Tyjvfrfrzmm&n 

(C) 7-r^—>3>M^ 

fl&fflft^fcDNAWM- 1 til t^a-n>^ffl^^^-©pT7BlueT* UL 43£tf 
25 ligation kit ver. 2 © I m lnl *«?DU 15#RMMrrsi:£ , rfTofc. 
(d) *JW'\<Z)$Jtte& 

D>bf^>h^:JlM 50mL &*±TBM?U 5^ y— v'a >RJ6tjgt& 4juL 
*©«*±te30#W#«bfc. 421CT 45 ^WJRte'ay 50jug/mL 
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(e) ^5X5 F©»JM3J:lte'--£x>XKjfc 

(f) h7>X7x^->3> 

FuGENE6 O^OSViUJBJft^oTfTofc. 6ft:/W- hGDif^ b7>*:7x£ 
5 ->3>^Bt* COS-1 1. 5xlO"5cells/mL CD^Sl?#^iJH: 2mL *t,?L&A;T43 

<o SB, 97mL O^Ol^ya MEMi&JfefC 3/zL 0 FuGENE6 t l/ig(D^7X5 H 

10 (3) ««lRl26«*^*tX««lS:a-H'r*3tfi^©^o-=>^ 

1) F-^£*fiffiLfc£RNA ^-Urf dT :/7^-£fflV>*:& 

a) #2-4 -#«cDNA*ttS!fcU (HV3-ll-a *5j;t£ IgM-I) 
15 *fflVifcPCRE*-C««lT2C**©cDNA*«?ftWK:i««Lfc. — 

- (IGLVl-51-a^ck^IgL-b) 1 ®S<Z) PCR£j££fr^> ^Id^-ORj^ 

myo&ffiMLV, T^-fT— (IGLVl-51-b 43J;tfIgL-a) ^ffl^fc 2 tUSO PCR 
(nested-PCR) £ff 5 £ t \Z& K>. mm cDNA Sriifibfc. 

b) #2-6 -#«cBNA ^itb, T^-fT- (HV3-ll-a:fe<fctf IgM-1) 

20 zm^tz pcr Rj&-c*m5s&mm<D cdna *<f«ttf;:ii«bfc. r/^-r 

T- (IGLV2-14-a *5 IgL-b) Sffl^fc PCR KJ£*f?V\ cDNA 

2) #i#iMfr£pT7-BlueT^^— fc^D— x>;?U IB^J^Mb^o #2-4 
©a«^a5ffi«&3(r*r*^7^5 H*pT7-#2-4H, pT7-#2-4 

25 AtU t2-6*>n*K:, *n-?n pT7-#2-6H, pT7-#2-6 A £ bfc. 

(4) mmmUfffl* (Cr4) *3-Ht5lfif©^n-->if 
HeLa $V A DNA **S!£U SkTO)??^ T-*fT PCR £J&£fTofc<, ^-<2*g 
IgG4-a IgG4-d Ttt CHI K*-f>\ IgG4-c igG4-g Tfctk>i> 

30 IgG4-f :fe£tf IgG4-i Ttt CH2 H^-T >, IgG4-h *3<kU? IgG4-k T« CH3 
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\**-t>£»5&*>\z* ztote^mmmmistitt. wz, 

pT7-BlueT ^i?$-\z2 n-->^U MmfelftmW (Cr4) £3-F-r£IB?iJ 
5 ~C$>2>Z.£*m$&V, pTK-2232 tlfc. 

(5) irE^^OSil^^^S HOfil^ 

pT7-#2-4H :fc<fctf pT7-#2-6H K-r<5ige^8Hfj&£, T^-f 

•7- (M4 HchainREV-Scal) fcfflV^ PCR ^£T*fi|iIbfc!&> -£<Z)JiiHg 

io m&ummm ecor i sea i Tsotur-rs n tT, jnfjt a £us$!ib&. 

PTK-2232 *mwmm EcoAUll Banltt TtfJBffU fim^0^ 

(Cr4) £3-h'T5ft£^*B£i!l§3b&. 

unf.0|)t?:, ifcoJ? I $5j;tf &J2BHI -C^O^t UTDISSl Vtcf&m^Z 
pEF2cew © EF yn^-^-T^lc:, l^rfi- A+^ffr B £UZ£5\zmmv, &mm 
15 F£«ISU*:o @E?iJ£?tTO. pTK-#2-4r pTK-#2-6 r £ U 

(6) Fab5§^<Dm«l^y7X$ H©«* 

20 pT7-#2-4H 43<ktf pT7-#2-6H ©fi^pj^®«^3- Kr^afi^**, ^< 
(M4*5J;lKHchainEco47NheI) £JB V>fc PCR Rm'??mmVfz'&, ^(DM^M 

w&mmmm ecor i &&ume i tswt* £ tt, mfr c *w«bfc. 

pTK-2232 SttliU, ^-fv- (IgG4-m & <fctf IgG4-n) £JBV>fcPCR 
RjtSfeffV^ CHI H^-r><DEm^ihn F>**rr« CHI »fi^WrM-S«9«l/ 
25 fc- Z\<D CHI ii<li^M-^ pT7-BlueT ^^-fc^ D-->^U pT7-IgG4mn £ 
^bfco pT7-IgG4mn SfflMfft A»c I &&T$ Bgl II TtfJIWU BSrJtD * 

pEF2cew O EF r/n^E-^-TfiU^ »rJt C+SfJt D £.&*&*> & Fab 
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m«©**58iB-r*^^5 H*«»bfc. mm&mm. pTK-#2-4Fab &£Xfi 
pTK-«2-6Fab £bfc, 

©C KMZMTs^VyZV (His-tag) £*Tf 5 Fab SIM (Fab-His) Sr^f 

5 pTK-2232 &mMtl>, 75 4 V— (IgG4-m IgG4-t) £fflV>T PCR £ 

jfc*frV^ CHI Vt-iXDW.mz His-tag £*Tf£ CHI jtfe^BffrfciS'lSbfc. 
JlflD CHI tiifrBJUrfrfc pT7-BlueT p-~ >^b, pT7-IgG4mt £*3t 

&bfco C<Z>pT7agG4mt*$«JI©^iV6e l43«k^ J Ba/a HIT^J»fb> E 
£HS4bfc. 

10 ttlZOWffr** EcoR I &«ktf Sam HI TWbTgMbfc^Si^ ^~ 
pEF2cew © EF ^D^-^-Tffi^ WfM* C+WM* B ifcfc^SteSMSU C 
5fc*ffifc His-tag **« Fab F&flHSbfc. SB^iJ=&5S 

g&&, pTK-#2-4Fab-His *3ck If pTK-#2-6 Fab-His £ bfc. 

15 (7) IMft3l:7?;*3 K©** 

#««»firP&*T*^X5 F (pT7-#2r-4A:fc«ktf pT7-#2-6A) 

Bfrtf-F£PgSlbfco 

H©BJrfr F *WClWIR»*'Tf«»rbTP«b«:»81^^^-pEF2cew © EF 
#2-4 A *3<fctf pTK-#2-6 A bfco 
(8) *m*.8MM3.ktfFab©58S 

i) cos-i tnB» iox iftfip»>^jfii»At)©^;^v3MEM»ffliT?ai^b, 

25 X7x^'>a>iBK, l. 5xl0"5 cellsM ©**T**l*»fc*^.a^. §2 
B> am (fe^Vi^Fab) FfcitfeWRH^XS Ffch5>* 

:7x£~>3>ti£lg (FuGENE6, □va^7^Xf^7^^) <h5i^»Mf0b 

fe^ic ^jfiim©^;v^^^MEM^^Tb, cin^^^^^'r^^tT, 
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pTK-#2-4 r & J; pTK-#2-4 A£lih5>*:7x*v'3 >L?t®&\Z 
te> IgG4 irE&T&£ R#2-4 tri#:<£*&«^+tC^^$-B:^J:«i:^T# 

fc. IrI^^, pTK-#2-6r*3cfctf pTK-#2-6A tT R#2-6 trifle pTK- 

#2-4Fab p TK-#2-4A , pTK-#2-6Fab pTK-#2-6A *m^Z> 

5 iifl&*. Fab (R#2-4Fab te£Zfi R#2-6Fab) pTK-#2-4Fab-His &£Zt 

pTK-#2-4A, $>2>M$ pTK-#2-6Fab-His pTK-#2-6 A V>5 CI tT, 

His-tag£WT5ifc&&*.Fab (R#2-4Fab-His *5<ktf R#2-6Fab-His) £i§3ti£*K: 

2) 5* C0 2 #£T, 37^2-3 HHUig^U Jg3li££IIliRbfco 
10 (9) ffiMZ.$ite<D*li®. 

mmmfrzo, mmx uga *h#:(r#2-4 $ifc&&zt r#2-6 mm <Dnm\z. 

Prosep-A^77A (MILLIPORE) *m^Tft\,*, PBS (pH 7. 4) 280nm© 
KftS<k9i!Sm£2?aibfc, 
15 mm*. Fab ©MSi] 

1 ) mm®.fr*><D, mm*, m (R#2-4Fab R#2-6Fab) <Dmm\z. ffit 

Mambdaig$S*a#:;*7 7A (SmftM) £J8V>Tfro;fco 

2) i£ilffo^!£»<ZX His-tag^Wr^>m^Fab^ J ?(R#2-4Fab-His^ e fcrXR#2- 
6Fab-His) <Dmmt, 9g~? Hi-Trap Chelating HP (Amersham) %m^T 1 ®g© 

20 mm^n-DTcWi. h lambda ^lltri^ f?2±*m^T 2 lsl@<DiitSa<£fT3 ^1 

3) ±X<D Fab ttfllSft. PBS (pH 7.4) TjitfrU 280nm 

25 Hffifl] 11 h b GPVI - vfrX Fc iHi^gagCD^M 
(1) GPVI-mFciUll^gfi^y^X^ H©«ISi 

1) A DNA $iltU OT©^7-f T-^fTPCRS^^fTofeo 

mIgG2c-a&J;tf mIgG2c-c Tte CHI fMf>> mIgG2c-b *5«fctf mIgG2c- 
eTlib>», mIgG2c-d:fccktf mIgG2c-gTteCH2 F*-f>* m!gG2c-f 43d; 
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rjC mIgG2c-h Ttt CH3 H ;* -f > £ V> 5 £ 5 K:, *W7s< h> J 9uW> 
(mIgG2c) mm^#m«0=&H^-<>«:3--H'r*3ie : f-m^iii|@$nfeo & 
^ne>4«^Jii|S^*^U> :/5^-mIgG2c-a *5«ktf mIgG2c-h Srffl 

5 pT7-BlueT *<>?*-\Zi7 u-->?V, Stt&flHMt (Cr2c) 

^%WP\'Z$>Z>Z.t&m&\s, pT7-mIgG2c tlf:. 

2) pT7-mIgG2c fr&VtfX Fc KT53t^»rfr£f!j | JISBI* Baa 

HI *3£tf Jfeo I TflJDfflU Wfr H &W8§4bfc. pCAGGS-GPVI-Fc ^77, 

fch GPVI <DMmft\ t *^>*^-V?Z&fc^K*n i mBm Xba 
10 r*5«fctf 2te7 II «J9t±lU KM* I £f"$*bfco Z.ftbOl&YT*. Xba I *3J: 
7JC Kpn I T?«J«frUTW»bfc»5K'<^^-pEP2cew <Z> EF ^D't-^-TSEK:, 
*rfr H+BrJt I fcfc*J:5lc-*HiU kh GPVI t7^7 Fc BH^SS (GPVI- 

mFc) ttzmt*-??*^ vzmmi'-fz. mm*m&* ptk-2249 tvtco 

(2) GPYI-mFcm^SSMO^*3«i:OT®i 

15 i) cos-i maatt 10% mffv^famMoy^y^MEumi&xmttis, h?> 

X7i^->3>iBl:, 1.5x10*5 cells/mL 32 
0, pTK-2249 ^b^>^y^^3>UM (F11GENE6, ni/a^T^/Xf'f 

20 2) 5% C0 2 #&"1"\ 37*07? 2~ 3 BMtt£U i&*«*l§IJRbfc. 

3) ^SI^&O, GPVI-mFc»'&SeK©*»im. Prosep-A#57A (MILLIPORE 
) &JBV>Tfrl^ PBS (pH 7. 4) Tl*ft> 280nm<Z)©7 , 6m.£ K> IS^Ittitfc. 

gjjjjffil 1 2 frmtn. GPVI ffT&fl) GPVI M^ gtt<oaife(CeU cytometry) 

25 m^A^^B^vrzMm^^'L^m\z^r)^m^m^mnvrz.o 5x10* 

©jfiL/htR* 5%thJfil^, 0.5%&m<bB&Vi'Jhffi (FBS) PBS-, 50/iL 

ICJB»U* #l«fVl 0TfOTbfc<&«l"iife8t GPVI fc h*rC#: (I g G 4) 2/xg 
&«yjn&, &ffill$HK>*3.'S-bbfc. 0.5%#iMb FBS PBS-, lmL 
T2HI^#^ 0.5%#ffi6^FBS^WPBS-, 50tfL fcHJHHSU lMgOirtfch 
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IgG ttfc.FITC «!8ta#£*nAfc&, £iB 1 PtM-f >*a^—>a >bfc. 
0.5%$m<K FBS PBS-, lmL 7? 2 [§JiJte&&* Cytometric FC600 i^y? 
) T? FITC BH4jfil/htR^C<£rS I J^t'^o 
R#2-6 tft#*KJeS-ttfcJlil/h*tt 90%JBA±#* £fc R#2-4 trC^T 

5 68%7&< FITC W>femffo-C 

B411 t b*«JfiiJ:»PWttbfcJfti/h«K:ia«l»t GPVI fc htfttt 
(R#2-4:fc£tf R#2-6) ^f5Ci:^t0"C*5, £&£<Dt:* 
h^AttlfcttttllBfcbfckl^ IgG ££j££it-fcl&<Z>&3te&&#*&£^i'. 

10 MMMMfrfcwf. 

afcttlW 1 3 ^SBi^ GPVI iritis© GPV T ^Mjjll^ELISA ^ 

GPVI-hFc * ^ 9 * > M H * * V> « GPVl-mFc * * 9 * >/1 * H * PBS-T 
3/zg/mL ELISA m 96well hKl 50jLiL/well "f "^JPU 37%:, 

15 2l^M<> jJ lra.^-S/3>-r*Jltfc<kt)HfflftUfc. 400jtiL/weU © PBS-T 5 

mm&\sfc&. 2%7s*\z u >tf — F/pBs-T^ia 1 «fmiyoy*>^ii/fc. 

#gffi$l 1 0 -7M»U^tttiStiA GPVI k htfttt ( I g G 4 ) & GPVI-Fc 
it? V— V \Z 10 At g/mL ©g|^T?$5#n b> 2 fl#P(S&Jfc£ 

0.05%Tween20 PBS-T 3 UK PBS-T 2 l§Iijtei*b&<D"&, -#3fi#(iak h 
20 K-«ft#HRPMI**V>ttttk h A— «*HK# HRP SWfc^n^nPBS- 
'C 1000 2000 flfiflMRU & well K^Jn, SiB 2 NHW-T >*a.^— 5^3 
>bfc. 0.05%Tween20^PBS-*C3l§K PBS-T? 2 |3ifef£b TMB « 
fSSSSfflU 20 #3663"B\ 1M BHfc&JP^.95fi*fl t JfcS'ftT, 450nm 
©©ftg£$J£bfc. 

25 Jl©^m. fctt**JHfcb;fck hs> IgG T« GPVI-hFc iSi^2»^b^ 
R#2-4 :fecktf R#2-6 inttte lOMg/mL T GPVI-hFc fc*fbT*Wfc*S^iS 
14£^bfc (05) « R#2-6*J:t^R#2-4'Jft#W:QFVI-mFcfc'b«»ltt 
$:^bfco 
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mm 1 4 sfiLmfo'Wzmtft gpvi m mmm 

mHf:A^K>tfihU>\d>m^m^xmsiB.VftSkm, 2mL \z&m GPVI Vifo 
30Mg/mL ICfcS^K^jDU 37^7? 3 3.^-^3 > 

6 ufc. *-©&> mmz£K>!hmMf$,&m$&vtco is*n©in; gpvi sm^ mm* 
ttft&teto.*iRm4>m#tii+mm i gG^»Tjfli/h**jiisriRje-r*fc«) 

t^&nS^ r3>hD-;HgG ^jD^-a-tlU'HlfC, R#2-4 R#2-6 trC 

10 (2) GPVI &#©!*• 

H»J6(C2PCT, PRP£fflWT> Si#:¥ffllT©jlil/h««mtRjBf^ffl«r»ISl/ 
fc. •£©»*» 100/ig/mL ©aiflEfcfeViT'b R#2-4 Rtf R#2-6 ttflctt^tfflTtt 

15 mmm is t MgQfett gpvi amee Jfq/JN^© 5 z=£ >is«tttea« 

^#A^D*rEhn>tf>^JfflViT^ilaUfejfii^> 2mL GPVI ta#«r 

tfcJJDU 37tT3P#F^'>^-S/a>bfc. ■€•©«, JfiL/JvR&JMIU 3X 
10 A 8 platelets / mL EMU CaCb ^t^i^IST 1 mM 5 td»] 

20 U 37 t^lfe*^ 3 #fUH >+a^-hbfc 0 D^-^VStt*^ 
T l~2jUg/mL fcfc* £3 Kin*., JfiL^tt££ttlll£&1t (X- • • 
#;H*5££tk MCM 'V? h U— U— 801) teTME*WJ£bfc. 

J1©*S*» 30jtig/mL ©R#2-6 S;fcttR#2-4 fei^T^SbfcjfiL/jNtRT^Zl 9 

25 



8 









Control 




7 0 % j 


R#2-4 


30Mg/mL 


1 0 % 


R#2-6 


30 U g/mL 


2% 
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io w$n?&£. 
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ffijfcCDlfiB 

i. Mhsk^mmmmanvi t^mmzm^v> mn-wtt h&L'bm&m* 

5 2. k bifo/hffilflSISe 8 VI £4#»WfcJ!g£U 4#l*Jfci!l!4t5J:tTr3 

3. t bGPvi t&&m\zm&v, Mtm±<DGPvi t35-y>io»^ 

tt*-CD?£teltfr* 

4. k hifii/hSIKSSSeil VI ic^SWtc^b, 3 5-y>fccfc*fc:hJfii/h 
cDjgttBfrfi-o 

15 5 . @B^iJ#-^ 47075^ &82?iJ £ VH CDR1 K> @B?iJ## 4 8 0757 IMB*! 
#: VH CDR2 fcl, BB?!)#-5t4 9 CD 7 5 / mfiH^J* VHCDR3 fc> @3^iJS-^9 8 CD 7 5 
ymiB^iJ^VLCDRl Id, BB?iJ#^9 9 CD 7 5 J B£?U& VLCDR2 \Z, @B3Wt 1 0 

ooy^ymmm^ vlcdr3 \z, ^n^enm-r^m^h^K tttom&mfr. £ 
t£\tmpm^7<DTs.ymmm* vh cdri \z, m&m*8<D7$.sfmw5: vh 

20 CDR2 \Z, S2^J#-^ 9 CD75 J VHCDR3 \Z, SB^J#-^ 1 0 CD7 5 J WSM 
£ VLCDR1 \Z, S2?iJ#-*§- 1 1 CD75 /&12?iJ£ VLCDR2 \z, @B^J#-^ 1 2 CD75 J 

mm*. vlcdr3 -tft-^ntf-r b < 

6 . 1 b 5 ©t(t#*fctt*©flltt«frfr &^^-T &fflIB. 

9. fcJM.bh-fch**5SM*©ttfeSf*. 



30 
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pCAGGS-GPVI-Fc 



Xbal 



BamHI 



/■ — I GPVIECPl — s 
pBK-CMV-GPVI-1 i 



Xbal 



PCR 

Xba I /BamH I 
BamHI 



GPVI ECD 



Xbal Kpnl 



pCAGGS 



Xba I /Kpn I 



Xbal Kpnl 



pCAGGS 



BamHI 



Kpnl 



lgG1 Fc 
pM1304 



PCR 

BamH I /Kpn I 



BamH I Kpn I 



lgG1 FC 



J 



BCZj> Ligation 



Xbal 



Kpnl 
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M2 



pYNG-GPVI-Fc <Dffi%& 



Xbal 



Kpnl 



Hindm 




Xbal 



HindM 



GPVI ECD | lgG1 Fc 
• Blunting 



Polyhedrin 
Promoter 



•Ligation 



romoter 



Polyhedrin 
Promoter k Sma I 



_L 



pYNG 



1" 



Sma I 



Polyhedrin 
Promoter Sma I Sma I 

pYNG 



•CIAP 



GPVI ECD | lgG1 Fc 

pYNG -GPVI-Fc 
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03 



n 



Jl 



#4- #4- #4- #4- #4- #4- #4- #4- #4- #4- #4- #2- #2- #2- #2- #2- IgM 
1 7 28 43 44 45 52 56 62 65 68 4 6 7 16 37 
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05 



<fr«fchlgGfcGPVl8tfc<0GPVI-hFc'Na>$a6 





• • 1 ■ 
























1 . 







Control IgG R#2-4 R#2-6 
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SEQUENCE LISTING 

<110> Mochida Pharmaceutical, Co., Ltd. 

<120> Human antiplatelet membrane glycoprotein monoclonal antibody 

<130> P03-0096PCT 

<150> JP 2003-199192 

<151> 2003-07-18 

<160> 182 

<170> Patent In version 3. 1 

<210> 1 

<2-ll> 5 

<212> PRT 

<213> Homo sapiens 

<400> 1 

Asp Tyr Tyr Met Ser 
1 5 

<210> 2 

<211> 17 

<212> PRT 

<213> Homo sapiens 
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<400> 2 

Tyr He Thr Ser Ser Ser Ser Tyr Thr Asn Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 3 

<211> 15 

<212> PRT 

<21,3> Homo sapiens 

<400> 3 

Asp Arg Ala Val Arg Gly Val He He He Arg Pro Pro Asp Tyr 
15 10 15 

<210> 4 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Tyr Val Ser 
1 5 10 

<210> 5 
<211> 7 
<212> PRT 
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<213> Homo sapiens 
<400> 5 

Asp Val Ser Asn Arg Pro Ser • 
1 5 

<210> 6 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Ser Ser Tyr Thr Ser Ser Ser Thr Leu Val 
1« 5 10 

<210> 7 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 7 

Ser Tyr Ala Met Ser 
1 5 



<210> 8 
<211> 17 
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<212> PRT 

<213> Homo sapiens 

<400> 8 

Ala He Ser Gly Ser 'Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys 
1 5 10 15 

Gly 

<2 1,0> 9 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 9 

His Phe He Leu Thr Gly Tyr His Tyr 
1 5 

<210> 10 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 10 

Ser Gly Ser Ser Ser Asn He Gly Asn Asn Tyr Val Ser 
1 5 10 
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<210> 11 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 11 

Asp Asn Asn Lys Arg Pro Ser 
1 5 

<210> 12 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<490> 12 

Gly Thr Trp Asp Ser Ser Leu Ser Ala Gly Val 
1 5 10 

<210> 13 

<211> 124 

<212> PRT 

<213> Homo sapiens 

<400> 13 



Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly 
1 5 10 15 
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Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr 

20 25 30 

Tyr Met Ser Trp He Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 

35 40 45 

Ser Tyr lie Thr Ser Ser Ser Ser Tyr Thr Asn Tyr Ala Asp Ser Val 

50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Arg Asp Arg Ala Val Arg Gly Val He He lie Arg Pro Pro Asp 

100 105 110 

Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
115 120 

<240> 14 

<211> 126 

<212> PRT 

<213> Homo sapiens 

<400> 14 

Gin Ser Ala Leu Thr Gin Pro Ala Ser Val Ser Gly Ser Pro Gly Gin 
1 5 10 15 

Ser He Thr He Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr 

20 25 30 

Asn Tyr Val Ser Trp Tyr Gin Gin His Pro Gly Lys Ala Pro Lys Leu 

35 40 45 

Met He Tyr Asp Val Ser Asn Arg Pro Ser Gly Val Ser Asn Arg Phe 
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50 55 60 

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr He Ser Gly Leu 
65 70 75 80 

Gin Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Ser Ser Tyr Thr Ser Ser 

85 90 95 

Ser Thr Leu Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gin 

100 105 110 

Pro Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser 
115 120 125 

<210> 15 

<211> 137 

<212> PRT 

<213> Homo sapiens 

<400> 15 

Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala He Leu Lys Gly 

15 10 15 

Val Gin Cys Glu Val Gin Leu Leu Glu Ser Gly Gly Gly Leu Val Gin 

20 25 30 

Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Ala Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ser Ala He Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn 
85 90 95 
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Thr Leu Tyr Leu Gin Met Asd Ser Leu Arg Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Asn His Phe He Leu Thr Gly Tyr His Tyr Trp Gly 

115 120 125 

Gin Gly Thr Leu Val Thr Val Ser Ser 
130 135 

<210> 16 

<211> 129 

<212> PRT 

<213> Homo sapiens 

<400> 16 

Met Thr Cys Ser Pro Leu Leu Leu Thr Leu Leu He His Cys Thr Gly 
1 - 5 10 15 

Ser Trp Ala Gin Ser Val Leu Thr Gin Pro Pro Ser Val Ser Ala Ala 

20 25 30. 

Pro Gly Gin Lys Val Thr He Ser Cys Ser Gly Ser Ser Ser Asn He 

35 40 45 

Gly Asn Asn Tyr Val Ser Trp Tyr Gin Gin Leu Pro Gly Thr Ala Pro 

50 55 60 

Lys Leu Leu lie Tyr Asp Asn Asn Lys Arg Pro Ser Gly He Pro Asp 
65 70 75 80 

Arg Phe Ser Gly Ser Lys Ser Gly Thr Ser Ala Thr Leu Gly He Thr 

85 90 95 

Gly Leu Gin Thr Gly Asp Glu Ala Asp Tyr Tyr Cys Gly Thr Trp Asp 

100 105 110 

Ser Ser Leu Ser Ala Gly Val Phe Gly Gly Gly Thr Lys Leu Thr Val 
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115 120 125 

Leu 

<210> 17 

<211> 15 

<212> DNA 

<213> Homo sapiens 

<400> 17 

gactactaca tgagc 15 

<210> 18 

<211> 51 

<212> DNA 

<213> Homo sapiens 

<400> 18 

tacattacta gtagtagtag ttacacaaac tacgcagact ctgtgaaggg c 51 

<210> 19 

<211> 45 

<212> DNA 

<213> Homo sapiens 

<400> 19 

gatcgagcgg ttcggggagt tattataatc cgcccgccag actac 45 



<210> 20 
<211> 42 
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<212> DNA 

<213> Homo sapiens 

<400> 20 

actggaacca gcagtgacgt tggtggttat aactatgtct cc 42 



<210> 21 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 21 

gatgtcagta atcggccctc a 21 

<2-10> 22 

<211> 30 

<212> DNA 

<213> Homo sapiens 

<400> 22 

agctcatata caagcagcag cactctggta 30 

<210> 23 

<211> 15 

<212> DNA 

<213> Homo sapiens 



<400> 23 
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agctatgcca tgagc 15 

<210> 24 

<211> 51 

<212> DNA 

<213> Homo sapiens 

<400> 24 

gctattagtg gtagtggtgg tagcacatac tacgcagact ccgtgaaggg c 51 

<210> 25 

<211> 27 

<212> DNA 

<213> Homo sapiens 

<400> 25 

cactttattt tgactggtta tcactac 27 

<210> 26 

<211> 39 

<212> DNA 

<213> Homo sapiens 

<400> 26 

tctggaagca gctccaacat tgggaataat tatgtatcc 39 



<210> 27 
<211> 21 
<212> DNA 
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<213> Homo sapiens 
<400> 27 

gacaataata agcgaccctc a 21 



<210> 28 

<211> 33 

<212> DNA 

<213> Homo sapiens 

<400> 28 

ggaacatggg atagcagcct gagtgctggg gtg 

<210> 29 

<211> 372 

<242> DNA 

<213> Homo sapiens 



33 



<400> 29 

gaggtgcagc tggtggagtc tgggggaggc ttggtcaagc ctggagggtc cctgagactc 60 

tcctgtgcag cctctggatt caccttcagt gactactaca tgagctggat ccgccaggct 120 

ccagggaagg ggctggagtg ggtttcatac attactagta gtagtagtta cacaaactac 180 

gcagactctg tgaagggccg attcaccatc tccagagaca acgccaagaa ctcactgtat 240 

ctgcaaatga acagcctgag agccgaggac acggccgtgt attactgtgc gagagatcga 300 

gcggttcggg gagttattat aatccgcccg ccagactact ggggccaggg aaccctggtc 360 

accgtctcct ca 372 

<210> 30 
<211> 378 
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<212> DNA 

<213> Homo sapiens 

<400> 30 

cagtctgccc tgactcagcc ggcctccgtg tctgggtctc ctggacagtc gatcaccatc 60 

tcctgcactg gaaccagcag tgacgttggt ggttataact atgtctcctg gtaccaacaa 120 

cacccaggca aagcccccaa actcatgatt tatgatgtca gtaatcggcc ctcaggggtt 180 

tctaatcgct tctctggctc caagtctggc aacacggcct ccctgaccat ctctgggctc 240 

caggctgagg acgaggctga ttattactgc agctcatata. caagcagcag cactctggta 300 

ttcjggcggag ggaccaagct gaccgtccta ggtcagccca aggctgcccc ctcggtcact 360 

ctgttcccac cctcctct 378 

<210> 31 

<211> 412 

<212> DNA 

<243> Homo sapiens 

<400> 31 

atggagtttg ggctgagctg gctttttctt gtggctattt taaaaggtgt ccagtgtgag 60 

gtgcagctgt tggagtctgg gggaggcttg gtacagcctg gggggtccct gagactctcc 120 

tgtgcagcct ctggattcac ctttagcagc tatgccatga gctgggtccg ccaggctcca 180 

gggaaggggc tggagtgggt ctcagctatt agtggtagtg gtggtagcac atactacgca 240 

gactccgtga agggccggtt caccatctcc agagacaatt ccaagaacac gctgtatctg 300 

caaatgaaca gcctgagagc cgaggacacg gccgtatatt actgtgcgaa tcactttatt 360 

ttgactggtt atcactactg gggccaggga accctggtca ccgtctcctc ag 412 

<210> 32 
<211> 387 
<212> DNA 
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<213> Homo sapiens 
<400> 32 

atgacctgct cccctctcct cctcaccctt ctcattcact gcacagggtc ctgggcccag 60 

tctgtgttga cgcagccgcc ctcagtgtct gcggccccag gacagaaggt caccatctcc 120 

tgctctggaa gcagctccaa cattgggaat aattatgtat cctggtacca gcagctccca 180 

ggaacagccc ccaaactcct catttatgac aataataa'gc gaccctcagg gattcctgac 240 

cgattctctg gctccaagtc tggcacgtca gccaccctgg gcatcaccgg actccagact 300 

ggggacgagg ccgattatta ctgcggaaca tgggatagca gcctgagtgc tggggtgttc 360 

ggcggaggga ccaagctgac cgtccta 387 



<210> 33 

<211> 31 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 

<400> 33 

gctctagagc atgtctccat ccccgaccgc c 

<210> 34 

<211> 29 

<212> DNA 

<213> Artificial 



31 



<220> 

<223> Primer 
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<400> 34 

cgggatccgt tgcccttggt gtagtactg 29 

<210> 35 

<211> 32 

<212> DNA 

<213> Artificial 

<2^0> 

<223> Primer 
<400> 35 

aaaggatcca gatctaacga gcccaaatct tg 32 

<240> 36 

<211> 34 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 36 

aaaggtaccc tatcatttac ccggagacag ggag 34 



<210> 37 
<211> 23 
<212> DNA 
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<213> Artificial 
<220> 

<223> Primer 

<400> 37 

gaggtgcagc tggtggagtc tgg 23 

<210> 38 

<2L1> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 

<400> 38 

tgaggagacg gtgaccaggg ttcc 24 

<210> 39 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 



<400> 39 

gaggtgcagc tggtggagtc tgg 



23 
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<210> 40 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 

<40Q> 40 

tgaggagacg gtgaccaggg ttcc 24 

<210> 41 

<211> 23 

<212> DNA 

<2*3> Artificial 

<220> 

<223> Primer 

<400> 41 

cagtctgccc tgactcagcc ggc 23 

<210> 42 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 
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<223> Primer 
<400> 42 

agaggagggt gggaacagag tgac 24 

<210> 43 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 43 

cagtctgtct tgacgcagcc ggc 23 

<210> 44 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 44 

agaggagggt gggaacagag tgac 24 



<210> 45 
<211> 19 
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<212> DNA 
<213> Artificial 

<220> 

<223> Primer 
<400> 45 

gttttcccag tcacgacgt 19 

<210> 46 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 46 

ctaatacgac tcactatagg 2 

<210> 47 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 47 



Asn Tyr Ala Met Ala 
1 5 
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<210> 48 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 48 

Ala He Ser Val Ser Gly Thr Ser Thr Ala Tyr Ala Asp Ser Val Lys 
1,5 10 15 

Gly 

<210> 49 

<2U> 12 

<212> PRT 

<243> Homo sapiens 

<400> 49 

Arg Gly Leu Pro His Pro Lys Tyr Phe Cys Asp Ser 
1 5 10 



<210> 50 

<211> 5 

<212> PRT 

<213> Homo sapiens 



<400> 50 
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Ser Asn Tyr Met Ser 
1 5 

<210> 51 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<400> 51 

Val He Tyr Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys Gly 
15 10 15 

<210> 52 

<211> 15 

<M2> PRT 

<213> Homo sapiens 

<400> 52 

Leu Lys Ala Asp His Tyr Asp Ser Leu Ala Pro Asp Phe Asp Tyr 
1 5 10 15 

<210> 53 

<211> 5 

<212> PRT 

<213> Homo sapiens 



<400> 53 
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Ser Tyr Asp Met His 
1 5 

<210> 54 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<40.0> 54 

Ala He Gly Thr Ala Gly Asp Thr Tyr Tyr Pro Gly Ser Val Lys Gly 
15 10 15 

<210> 55 

<2H> 12 

<212> PRT 

<213> Homo sapiens 

<400> 55 

Ala Gly Lys Met Trp Trp Arg Gly Ala Phe Asp He 
1 5 10 

<210> 56 

<211> 5 

<212> PRT 

<213> Homo sapiens 
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<400> 56 

Ser Tyr Ala Met Ser 
1 5 

<210> 57 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 57 

Ala He Thr Gly Ser Gly Gly Thr Thr Tyr Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 58 

<211> 12 

<212> PRT 

<213> Homo sapiens 

<400> 58 

Gly Gly Tyr Thr Ser Gly Asn Ser Tyr Phe Asp Tyr 
1 5 10 



<210> 59 
<211> 5 
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<212> PRT 

<213> Homo sapiens 

<400> 59 

Thr Phe Tyr He His 
1 5 



<2\G> 60 

<211> 17 

<212> PRT 

<213> Homo sapiens 



<400> 60 

Phe He Asn Pro Ser Gly Val Asn Thr Asn Tyr Ala Gin Lys Phe Gin 
1 5 10 .15 

Asp 



<210> 61 

<211> 12 

<212> PRT 

<213> Homo sapiens 



<400> 61 



Asp Thr Arg Gly Trp Ser Leu Asn Gly Leu Asp Val 
1 5 10 
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<210> 62 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 62 

Asp Tyr Ala Met His 
1 . 5 

<210> 63 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 63 

Leu He Asn Gly Asp Gly Gly Gin Thr His Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 64 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 64 
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Gly Lys Arg Ser Gly Thr Tyr Tyr Asn Gly Leu Glu Tyr 
1 5 10 

<210> 65 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 65 

* 

Asp Tyr Tyr Met Ser 
1 5 

<210> 66 

<211> 17 

<m> PRT 

<213> Homo sapiens 

<400> 66 

Phe He Ser Ser Ser Ser Gly Tyr Thr Asp Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 



<210> 67 

<211> 9 

<212> PRT 

<213> Homo sapiens 
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<400> 67 

Arg Ser Ser Gly Phe Pro Phe Asp Leu 
1 5 

<210> 68 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 68 

Ser Asn Tyr Met Ser 
1 5 

<210> 69 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<400> 69 

Val He Tyr Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys Gly 
15 10 15 



<210> 70 
<211> 7 
<212> PRT 
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<213> Homo sapiens 
<400> 70 

Gly Arg Trp Ser Tyr Asp Tyr ' 
1 5 

<210> 71 

<211> 5 

<2J2> PRT 

<213> Homo sapiens 

<400> 71 

Asp Tyr Tyr Met Ser 
1 - 5 

<210> 72 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 72 

Tyr He Ser Ser Ser Ser Ser Tyr Thr Asn Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 



WO 2005/007800 



29/69 



PCT/JP2004/0 10596 



<210> 73 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 73 

Thr Leu Tyr Gly Ser Gly Ser Gly Asp Ala Phe Asp He 
1 5 10 

<210> 74 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 74 

Asp Tyr Gly Met Ser 
1 5 

<210> 75 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 75 



Gly He Asn Trp Asn Gly Gly Ser Thr Gly Tyr Ala Asp Ser Val Lys 
1 5 10 15 
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Gly 



<210> 76 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 76 

Ala Val Ala Thr Asp Ala Phe Asp He 
1 5 

<210> 77 

<211> 5 

<242> PRT 

<213> Homo sapiens 

<400> 77 

Ser Tyr Trp Met His 
1 5 

<210> 78 

<211> 17 

<212> PRT 

<213> Homo sapiens 



<400> 78 
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Arg He Asn Ser Asp Gly Ser Ser Thr Ser Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 



<210> 79 

<211> 12 

<2L2> PRT 

<213> Homo sapiens 

<400> 79 

Asp Leu Ser Pro Gly Ser Gly Ser Pro Phe Asp Tyr 
1 - 5 10 

<210> 80 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 80 

Thr Ser Gly Val Gly Val Gly 
1 5 



<210> 81 
<211> 16 
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<212> PRT 

<213> Homo sapiens 

<400> 81 

Phe He Tyr Trp Asn Asp Asp Lys Arg Tyr Ser Pro Ser Leu Lys Ser 
1 5 10 15 



<210> 82 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 82 

Arg Glu He Ala Ala Ala Gly Leu Tyr Ala Phe Asp He 
1 5 10 

<210> 83 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 83 

Asp Tyr Ala Met His 
1 5 
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<210> 84 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 84 

Leu He Ser Gly Asp Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys 
1 5 10 15 

Gly 

<210> 85 

<211> 15 

<212> PRT 

<213> Homo sapiens 

<400> 85 

Gly Ser Tyr Asp Ser Ser Gly Tyr Tyr Pro Gly Ala Phe Asp He 
15 10 15 

<210> 86 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 86 

Asp Tyr Gly Met Ser 
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1 5 

<210> 87 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 87 

Gly He Asn Trp Asn Gly Gly Ser Thr Gly Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 88 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 88 

Gly Pro Thr He Ala Gly Tyr Tyr Tyr Gly Met Asp Val 
1 5 10 

<210> 89 

<211> 5 

<212> PRT 

<213> Homo sapiens 



<400> 89 
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Asn Tyr Ala Met His 
1 5 

<210> 90 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<4Q0> 90 

Val He Ser Phe Asp Gly Arg Ser Lys Tyr Tyr Ala Asp Ser Val Arg 
15 10 15 

Gly 

<240> 91 

<211> 15 

<212> PRT 

<213> Homo sapiens 

<400> 91 

Glu lie Gly Ala Ser Tyr Tyr Gly Ser Gly Gly Thr Pro Gly Tyr 
15 10 15 

<210> 92 

<211> 5 

<212> PRT 

<213> Homo sapiens 
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<400> 92 

Ser Tyr Tyr Trp Ser 
1 5 

<210> 93 

<211> 16 

<212> PRT 

<2,13> Homo sapiens 

<400> 93 

Arg He Tyr Thr Ser Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys Ser 
15 10 15 

<210> 94 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 94 

Asp Leu Ala Ala Arg Pro Asn Trp Phe Asp Pro 
1 5 10 



<210> 95 
<211> 5 
<212> PRT 
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<213> Homo sapiens 
<400> 95 

Ser Tyr Ala Met Ser 
1 5 

<210> 96 

<211> 17 

<2L2> PRT 

<213> Homo sapiens 

<400> 96 

Ala He Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys 
1-5 10 15 

Gly 

<210> 97 

<211> 24 

<212> PRT 

<213> Homo sapiens 

<400> 97 

Asn Leu Pro Ala Pro Gly Tyr Cys Ser Ser Thr Ser Cys Tyr Ala Leu 
15 10 15 

Tyr Tyr Tyr Tyr Gly Met Asp Val 
20 
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<210> 98 

<211> 14 

<212> PRT 

<213> Homo sapiens 



<400> 98 

Thr Gly Thr Ser Ser Asp lie Gly Ala Tyr Asp Phe Val Ser 
1 , 5 10 



<210> 99 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 99 



Asp Val Arg Asn Arg Pro Ser 
1 5 



<210> 100 

<211> 10 

<212> PRT 

<213> Homo sapiens 



<400> 100 



Ser Ser Phe Thr Thr Ser Ser Val Trp Val 
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10 



<210> 101 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 101 

Thn Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Tyr Val Ser 
1 5 10 

<210> 102 

<211> 7 

<212> PRT 

<2i3> Homo sapiens 

<400> 102 

Glu Val Ser Lys Arg Pro Ser 
1 5 

<210> 103 

<211> 10 

<212> PRT 

<213> Homo sapiens 



<400> 103 
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Ser Ser Tyr Ala Gly Ser Asn Met Gly Val 
1 5 10 

<210> 104 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 104 

Trp Ala Ser Thr Arg Glu Ser 
1 5 

<210> 105 

<211> 9 

<2i2> PRT 

<213> Homo sapiens 

<400> 105 

Gin Gin Tyr Tyr Arg Phe Pro Leu Thr 
1 5 

<210> 106 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 106 
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Ser Gly Arg Ser Ser Asn He Glu Ser Asn Asn Val Asn 
1 5 10 

<210> 107 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<4tt0> 107 

Ser Asn Asn Gin Arg Pro Ser 
1 5 

<210> 108 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 108 

Ala Ala Trp Asp Asp Ser Leu Ser Gly Gin Val 
1 5 10 

<210> 109 

<211> 17 

<212> PRT 

<213> Homo sapiens 
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<400> 109 

Lys Ser Ser Gin Ser Val Leu Tyr Ser Ser Asn Lys Lys Asn Tyr Leu 
15 10 15 

Ala 



<210> 110 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 110 

Trp Ala Ser Thr Arg Glu Ser 
1 - 5 

<210> 111 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 111 

Gin Gin Tyr Tyr Ser Thr Pro Leu Thr 
1 5 

<210> 112 
<211> 13 
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<212> PRT 

<213> Homo sapiens 

<400> 112 

Ser Gly Ser Ser Ser Asn lie Gly Asn Asn Tyr Val Ser 
1 5 10 



<210> 113 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 113 

Asp Asn Asn 
1 

<210> 114 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 114 



Lys Arg Pro Ser 
5 



Gly Thr Trp Asp Ser Ser Leu Ser Ala Gly Val 
1 5 10 
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<210> 115 
<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 115 

Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala Cys 
15 10 

<210> 116 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<4fl0> 116 

Gin Asp Ser Lys Arg Pro Ser 
1 5 

<210> 117 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 117 



Gin Ala Trp Asp Ser Ser Thr Tyr Val 
1 5 
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<210> 118 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 118 

Gly Gly Asn Asn He Gly Ser Lys Asn Val His 
1 . 5 10 

<210> 119 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 119 

Arg Asp Ser Asn Arg Pro Ser 
1 5 

<210> 120 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 120 



Gin Val Trp Asp Ser Ser Thr Ala Cys Gly Val 
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1 5 10 

<210> 121 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 121 

Gln.Gly Asp Ser Leu Arg Ser Tyr Tyr Ala Ser 
1 5 10 

<210> 122 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 122 

Gly Lys Asn Asn Arg Pro Ser 
1 5 

<210> 123 

<211> 11 

<212> PRT 

<213> Homo sapiens 



<400> 123 
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Asn Ser Arg Asp Ser Ser Gly Asn His Leu Val 
1 5 10 

<210> 124 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 124 

Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Tyr Val Ser 
1 5 10 

<210> 125 

<211> 7 

<2i2> PRT 

<213> Homo sapiens 

<400> 125 

Glu Val Thr Lys Arg Pro Ser 
1 5 

<210> 126 

<211> 10 

<212> PRT 

<213> Homo sapiens 



<400> 



126 
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Cys Ser Tyr Ala Gly Ser Tyr Thr Phe Leu 
1 5 10 

<210> 127 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 127 

Arg Ala Ser Gin Ser He Ser Ser Trp Leu Ala 
1 5 10 

<210> 128 

<2-ll> 7 

<212> PRT 

<213> Homo sapiens 

<400> 128 

Lys Ala Ser Ser Leu Glu Ser 
1 5 

<210> 129 

<211> 9 

<212> PRT 

<213> Homo sapiens 
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<400> 129 

Gin Gin Tyr Asn Ser Tyr Pro Tyr Thr 
1 5 

<210> 130 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 130 

Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Tyr Val Ser 
1 5 10 

<210> 131 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 131 

Glu Val Ser Lys Arg Pro Ser 
1 5 

<210> 132 

<211> 11 

<212> PRT 

<213> Homo sapiens 
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<400> 132 

Ser Ser Tyr Ala Gly Ser Asn Asn Leu Tyr Val 
1 5 10 

<210> 133 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 133 

Arg Ala Ser Gin Ser Val Ser Arg Tyr Leu Ala 
1 5 10 

<210> 134 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 134 

Asp Ala Ser Asn Arg Ala Thr 
1 5 



<210> 135 
<211> 10 
<212> PRT 
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<213> Homo sapiens 
<400> 135 

Gin Gin Arg Ser His Trp Gin Pro Leu Thr 
1 5 10 

<210> 136 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 136 

Ser Gly Ser Ser Ser Asn He Gly Asn Asn Tyr Val Ser 
1-5 10 

<210> 137 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 137 

Asp Asn Asn Lys Arg Pro Ser 
1 5 



<210> 138 
<211> 11 
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<212> PRT 

<213> Homo sapiens 

<400> 138 

Gly Thr Trp Asp Ser Ser Leu Ser Ala Tyr Val 
15 10 

<210> 139 

<2U> 11 

<212> PRT 

<213> Hoio sapiens 

<400> 139 

Ar« Ala Ser Gin Ser He Ser Ser Tyr Leu Asn 
1 5 10 

<210> 140 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 140 

Ala Ala Ser Ser Leu Gin Ser 
1 5 



<210> 141 
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<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 141 

Gin Gin Ser Tyr Ser Thr Pro Leu Thr 
1 5 

<210> 142 

<211> 17 

<212> PRT 

<213> homo sapiens 

<400> 142 

Lys Ser Ser Gin Ser Val Leu Tyr Ser Ser Asn Asn Lys Asp Tyr Phe 
15 10 15 

Ala 

<210> 143 
<211> 140 
<212> PRT 
<213> homo sapiens 

<400> 143 

Met Glu Phe Gly Leu Arg Trp Leu Phe Leu Val Ala Phe Leu Lys Gly 
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15 10 15 

Yal Gin Cys Glu Val Gin Leu Leu Glu Ser Gly Gly Asp Leu Val Gin 

20 25 30 

Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Asn Tyr Ala Met Ala Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ser Ala He Ser Val Ser Gly Thr Ser Thr Ala Tyr Ala 
65 70 75 80 

Asp. Ser Val Lys Gly Arg Phe Thr Val Ser Arg Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Asp Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Lys Arg Gly Leu Pro His Pro Lys Tyr Phe Cys Asp 

115 120 125 

Ser Trp Gly Gin Gly Thr Met Val Thr Val Ser Ser 
130 135 140 

<210> 144 

<211> 129 

<212> PRT 

<213> homo sapiens 

<400> 144 

Met Ala Trp Ala Leu Leu Phe Leu Thr Leu Leu Thr Gin Gly Thr Gly 
15 10 15 

Ser Trp Ala Gin Ser Ala Leu Thr Gin Pro Ala Ser Val Ser Gly Ser 
20 25 30 
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Pro Gly Gin Ser He Thr He Ser Cys Thr Gly Thr Ser Ser Asp He 

35 40 45 

Gly Ala Tyr Asp Phe Val Ser Trp Tyr Gin Gin His Pro Gly Lys Ala 

50 55 60 

Pro Glu Leu Val He Tyr Asp Val Arg Asn Arg Pro Ser Gly Val Ser 
65 70 75 80 

Asn Arg Phe Ser Ala Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr He 

85 90 95 

Ser. Gly Leu Gin Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Ser Ser Phe 

100 105 110 

Thr Thr Ser Ser Val Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val 
115 120 125 

Leu 



<210> 145 

<211> 421 

<212> DNA 

<213> homo sapiens 



<400> 145 

atggagtttg ggctgaggtg gctttttctt 
gtacagctgt tggagtctgg gggagacttg 
tgtgcagcct ctggattcac ctttagtaac 
gggaaggggc tggagtgggt.ctcagcaatt 
gactccgtga agggccggtt caccgtctcc 
caaatgaaca gcctgagagc cgacgacacg 
ccgcacccga aatacttctg tgactcctgg 



gtggcttttt 


taaaaggtgt 


ccagtgcgag 


60 


gtacagcctg 


gggggtccct 


gagactctcc 


120 


tatgccatgg 


cctgggtccg 


ccaggctcca 


180 


agtgttagtg 


gtactagcac 


agcctacgca 


240 


agagacaatt 


ccaagaacac 


gctgtattta 


300 


gccgtatatt 


actgtgcgaa 


aagagggcta 


360 


ggccagggaa 


ccatggtcac 


cgtctcctca 


420 



WO 2005/007800 



56/69 



PCT/JP2004/010596 



g • 421 

<210> 146 

<211> 387 

<212> DNA 

<213> homo sapiens 

<400> 146 

atggcctggg ctctgctatt cctcaccctc ctcactcagg gcacagggtc ctgggcccag 
tctgccctga ctcagcctgc ctccgtgtct gggtctcctg gacagtcgat caccatctcc 
tgcactggaa ccagcagtga cattggtgct tatgactttg tctcctggta ccaacaacac 
ccaggcaaag cccccgaact cgtgatttat gatgtccgta atcggccctc aggggtttct 
aatcgcttct ctgcctccaa gtctggcaac acggcctccc tgaccatctc tgggctccag 
gctgaggacg aggctgatta ttactgcagc tcatttacaa ccagcagcgt ttgggtgttc 
ggcggaggga ccaagctgac cgtccta 

<210> 147 

<211> 15 

<212> DNA 

<213> homo sapiens 

<400> 147 
aactatgcca tggcc 

<210> 148 

<211> 51 

<212> DNA 

<213> homo sapiens 



60 

120 • 
180 
240 
300 
360 
387 
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<400> 148 

gcaattagtg ttagtggtac tagcacagcc tacgcagact ccgtgaaggg c 51 

<210> 149 

<211> 36 

<212> DNA 

<213> homo sapiens 

<4Q0> 149 

agagggctac cgcacccgaa atacttctgt gactcc 36 

<210> 150 

<211> 42 

<212> DNA 

<213> homo sapiens 

<400> 150 

actggaacca gcagtgacat tggtgcttat gactttgtct cc 42 

<210> 151 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 151 

gatgtccgta atcggccctc a 21 



<210> 152 
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<211> 30 

<212> DNA 

<213> homo sapiens 

<400> 152 

agctcattta caaccagcag cgtttgggtg 

<210> 153 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 153 

ggagtttcca ttcggtgatc ag 

<210> 154 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 



<400> 154 

gtgctggggt ctcaggaggc ag 



22 
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<210> 155 
<211> 21 
<212> DNA 
<213> Artificial 

<220> 

<223> Primer 
<400> 155 

ctatgaacat tctgtagggg c 21 

<210> 156 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 156 

tgcagctcta gtctcccgtg g 21 

<210> 157 

<211> 20 

<212> DNA 

<213> Artificial 



<220> 

<223> Primer 
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<400> 157 

gggaaggaag tcctgtgcga 

<210> 158 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 158 

cagctgtgag cgcagaaggc ag 

<2iO> 159 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 159 

tcgggacaat cttcatcatg 

<210> 160 
<211> 21 
<212> DNA 
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<213> Artificial 
<220> 

<223> Primer 
<400> 160 

cggtcacatg gcaccacctc t 21 

<210> 161 

<2U> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 161 

tggacaagag agttgagtcc aaatatggtc 30 

<210> 162 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 



<400> 162 

gaccatattt ggactcaact ctcttgtcca 



30 
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<210> 163 

<211> 30 
<212> DNA 
<213> Artificial 

<220> 

<223> Primer 
<4Q0> 163 

gcccatcatg cccagcacct gagttcctgg 30 

<210> 164 

<211> 30 

<212> DNA 

<2i3> Artificial 

<220> 

<223> Primer 
<400> 164 

ccaggaactc aggtgctggg catgatgggc 30 

<210> 165 

<211> 30 

<212> DNA 

<213> Artificial 



<220> 
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<223> Primer 
<400> 165 

tctccaaagc caaagggcag ccccgagagc 30 

<210> 166 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 166 

gctctcgggg ctgccctttg gctttggaga 30 

<210> 167 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 167 

ccctggcact catttaccca g 21 



<210> 168 
<211> 24 
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<212> DNA 

<213> Artificial 

<220> 

<223> Primer 

<400> 168 

gacggggtac gtgccaagca tcct 24 

<2L0> 169 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 

<400> 169 

agcgctagca ccaagggccc atccgtcttc 30 

<210> 170 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 



<400> 170 
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agatcttcat gggggaccat atttggactc 30 

<210> 171 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 171 

ttaatgatga tgatgatgat gtgggggacc 30 

<210> 172 

<211> 18 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 172 

gttttcccag tcacgacg 18 

<210> 173 

<211> 25 

<212> DNA 

<213> Artificial 
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<220> 

<223> Primer 
<400> 173 

gggcggagta ctggagacgg tgacc . 25 

<210> 174 

<211> 27 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 174 

cccccgctag cgctggagac gg tgacc 27 

<210> 175 

<211> 30 

<212> DNA 

<213> Artificial 



<220> 

<223> Primer 
<400> 175 

ggatccaaaa caacagcccc atcggtctat 



30 



<210> 176 
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<211> 30 

<212> DNA 
<213> Artificial 

<220> 

<223> Primer 
<400> 176 

tggacaagaa aattgagccc agagtgccca 30 

<210> 177 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 177 

tgggcactct gggctcaatt ttcttgtcca 30 

<210> 178 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
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<400> 178 

gtcccccatg cgcagctcca gacctcttgg 30 

<210> 179 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 179 

ccaagaggtc tggagctgcg catgggggac 30 

<210> 180 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 180 

tctcaaaacc cagagggcca gtaagagctc 30 

<210> 181 

<211> 30 

<212> DNA 

<213> Artificial 
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<220> 

<223> Primer 

<400> 181 

gagctcttac tggccctctg ggttttgaga 30 

<210> 182 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 



<400> 182 

agatcttcat ttacccagag accgggagat 



30 



